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(57) Abstract: A human-origin protein or its salt: a 
DNA encoding this protein; a method of determining 
a ligand to the above protein; a method/kit for screening 
compounds capable of altering the binding properties 
of the ligand to the protein; the compounds obtained by 
the screening or salts thereof; etc. The above-described 
himian-origin protein or the DNA encoding the same 
can be used in: (1) determining a ligand to this protein; 
(2) preventives and/or remedies for diseases in association with the dysfunction of the above protein; (3) screening compounds 
(agonists, antagonists, etc.) capable of altering binding properties of the ligand to the protein; etc. 
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FBKHKHHTCP CLfNUXSRF POGBTHCSKD UOltNF 
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5 ^m^m 

*^StT^i^guanine nucleotide-binding protein (&,T. Gm^Mtm^-t 

GmBnwi&mv±y^-mBmt.^{i^<Dmm^m.^(D^mmit^mz^ 

^^^Mi^n$>^i^t^mmiimmuiiiz^^mm(Dhtrm(D±mmmm 
25 (DmBmut^nxi.^^. mz. nm^mmum(f^<Dm^u^mz:^iEL, 

"^^"^nizm^t^u^z^^-mBn^mLx^o^^mmmo^mmtiff-Dxi^ 
Bp^\z\t^ti^^(Dnm&m!^mh0<, -^-onry^j'-geM^n-H 
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•fe -se » {znt^ 7 =f - X h / 7 > 3^ - ;^ h ^?.s^<t < ;^ u - - > 

cDNA(D»fM-iB^J;5^Expressed Sequence Tag (EST) tLXf'-^^-X 



mBM. ^<o.m^^^}^^rcit^tii^(D^\zMr^ini^. mmBm (gmb 
^i^^^<itx^^j-=.>^^yhmi^^xni^n^o^>]itmm&n (g 
^m^ibit, mMm^t:mi2rzmM. hhrn^mmmum^m cose 
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^^"'^"^ PCr/JPOO/05685 

3 

(2) ±13 (1) Bm(DmBn(OU^-<zrf']^^tz\t^(D^^ 

(3) ±|B (1) ffi«Og.e«$:Zi-K-r^DNA$^;t-r-5DNA, 

(4) mm^n:2^tc\mm^n: z-(:m^n^^mm\^^-r^±.u (s) 

(5) ±iB (3) mLODnA^^mr^m.WkX^i?^'-. 

(6) ±12 (5) ^^(DmkX^i'^'-i^mn^^-^ntzm'M.^^w. 

(7) ±bb (6) mm.(Dmm.m,^w^^mL. ±.u (d fsmoDgsK^^^. 

(8) ±12 (1) mm<Dm&nhh<\t±.u (2) ^dM(r>n^^zf^\it.rz\t 

(9) ±12 (1) f2«OSe«fcL<{i±|2 (2) l2«©a55^-^:/5^ K^/^fj 

^0m$-ffli.^^;ii$#^i:t-s±i2 (1) um<DWBn^rz\t^<DiK\zM-r 

(10) ±12 (1) l2«Og6Kt)L<fi±|2 (2) l2«OS|5^/>^:^5^K^;5: 
{i^(^^<£:ffll.iSCi$^^<l:1-S'J;^/>K<t±l2 (1) f2«©geM^^c« 

(1 1) ±12 (1) l2®©liaKt>L<fj:±|2 (2) Etgcogg^^^y^- Kt;^: 
fi^c^^^^Wr ^ d t ^4#^i:-r^ U ;^7*> K <!:±I2 ( 1 ) 12^0^^^^;^- 
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(1 2) ±|B (1 0) mmoyx^ 'j-->-;f:^i^^rcit±m (i i) ^moT. 

(1 3) ±t5 (1 0) tm(D7.^v-->y:^m^tzit±m (1 1) mm(Dx 
5 ^o-->^'m^yhmi.^xnihnz>^. u;^/>Kt±i2 (1) is«<^ge 

(14) ±15 (3) temODNAi/W;^hU>vx>h7^j:^f!t.T-e/WyiJ 
^■Y X-r § D N A?5: i'^a^f -5. 

10 c};0:^fte<)(ctt, 

(15) MeK:*^, ®gSJiJ#^: 1 T«t)$n-575 y ^SBa^jifa© i tfc{i2 
<HiJi± ($fSL<«, 1-3 OM^, J:0$?^L<{ll~9<asg, $^IC 
»SL<«M (l^;t«2|@) ) 075y^;5«:^^t^c75y^@e^J, (D@2 

J'JM: iTSt)$n^75y^@e?ij{ci^fcfi2TO± (»^l<«, i- 

«2j@) ) <^75yi?75tf^lipL;^c7^yi?@gJii, (S)gB^J#^: lT^t>$n-5 
75yi?SEJlJc^>(^)l^;^^{i2m± (if^L<«. 1-3 0®^^, .tOJf^ 
L<«l~lOi@@g, $e>IC$f^L<«^e (lSfc«2®) ) ©757^ 

(1 6) ±|B (1) fB«(7)MeSfcL<{i-e©:^Sfc«±tB (2) f2«®gg:9> 
-^^5^ K L < «^oit<h, £Cmb^#!i: d t ^4#iii:t--5±l2 
(10) IBmo'J;?f>K<^^^;^S, 

(17) 'J;*f>K*^*7>^:tx>->>, 7}^>.v;i.>, ^3^tV^K, ziVi^T. 
V^-y. ^;P^$>, -tiDh->, ^^h-x -oL-u^-f^YY. ;ttf 

yUX A-y>^|/.;,^x i^^^yVyy. PACAP, ir^U^>. 
^r;^;t7:^X ;<7;i.'>h->, 7YVJ:f^V=Ly}y. y:^Y7.df^y. ghrh, 
CRF, ACTH, GRP, PTH, VIP (A'y7^5^^y -OxXx^ 
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t^UX 7$UX y^v^^-X CGRP (;!j;i.vh->i;_>,j^_5.' 

5 (chemokine) IL-8, GROa. GRO/3, GROr. NAP- 

2, ENA-78, PF4, I P 1 0, GCP-2, MCP-1. HCl 4, 
MCP- 3. 1 -3 0 9, MI PI a, MI P- 13, RANTES;^j:a , 

A>^l.7x^.;,^;i?U-^y^< K, ^^x>, Mamba Intestinal Toxin 1 
10 ( mi]tmmt^Zt^^$>^ Toxicon. 28#, 847-856M, 1990^, FEBS 
Letters 461. 183-188 (1999)) ^rcit^(Dm%W}'^(Dt.^n^T$>^±^ (9) 

(18) (i) ±te (1) Bm(omBnhL<it^<Dm^rzit±^ (2) mm 

15 SB (1) tim(Dm&n%L<it^<D^^rzit±B (2) iBmogg^^y^Kt, 
L<it^<Dmt. 'J^>}'^^uumt^^t^mm^i^rzm^t(Ditm^n 

(19) (i) mmLrzV:»>}^^±m (d iBmo^eMfet<«^®ms 

fc«±i2 (2) i2«©gB^-^y5^K'bL<H^(7)jl{cgM$itfc«-g-<i:. (ii) 

20 mLrzV:»>}^^^zfumt^m^±m (d tB«(^MeKt,L<fi-ec[)^ 

«L7tU;^>K©±tS (1) tS«(DMaSfcL<«^cr)*IS;^c«±l2 (2) 

(20) (i) ^igLfcu^>H^±ie (1) mmomBm^^^t^mmiz 
mm^itrzm^t. m mmbrz^):^>\^ii^uum^t^!^^±m (d is 
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(2 1) (i) ^^L^cU;y>K^±tB (1) um.(Dmm^^^T^mm(D 
(1) t^momBm^^^t^mmcDmmmzmm^itrzm^^zm^. 

(2 2) (i) MLfcU*->H$:±|S (6) ISm©?^Ka^^$^#-r-5 

t \zx-o '^^mm.mkW<Dmim\z^^htimB%\z^m^mzm^t. m 
^nLtz^)-»y\^i^^nu,mt%m^±M (6) tm(Dmm^mw^mm^ 
^i^^^^'oxmMnmkWo)mfm\zn'mLfzmiBmzmmt^fzm'^\zi6\^ 
n^\^tz^}-»>\'(DnMBn\z^t^m^m^mmL. i!cm.t^z.t^(^ 
m.tr^^)iiyYt±t^ (1) %^m<Dw^nt.rz\t^(Dm.t(D^^^t:^it^ 

(2 3) (i) ±12 (1) ^s.m<I)mBn■^tz\t^<Dm.^mmtt^it^m^± 
IE (1) i2m(Dgaii^^*f smtisM^-B-ytii^t, (ii) ±12 (d 

M^^^^m^L. imt^z.t^^WLtt^^Miy\^t±.m (1) |2^c5g 

(2 4) ±ie (1) iB«OMdKSfc(S^(^:^^Sttfk-r'5{l:^tl^±|E (6) 

'^^^nmkW(Dmmm\z^m\.tzmBmzmm^^tz^^\zm^. ^ge 
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(2 5) ±15 (1) t&m<Dmmmmtt^it^m^. 7>4^:t5^>v>, 

vhvX PACAP. !f)Vi,ziy. ij)Vi.V->. 7YVJi. 

v^U>, y7h;^^5^x GHRH, CRF, ACTH, GRP, PTH, 
VIP (nyj^x^y ^>^;^^^_^;^ UI/<7^>;,K ;}^U^ 

CGRP ^ti)Vyv-y^J-y^:ix.-v-^ vY-^^^Y) , n^nhUxx 
A>^U7;^^^>, ltu7.^if^y^jy^ Vuyifs^^y^ 7xy-». 7 
KU:^UX a^i^JSQ-^^%^y (chemokine) mx\l. IL-8, GR 
Oa, GROfi, GROr, NAP-2, ENA-78, PF4, IPio, 
GCP-2, MCP-1. HC14. MCP-3, 1 - 3 0 9, MlPla. 
MIP-1^. RANTES;:i:<i:) . x>h'iru>, x>^D^xh.J>, t 
;^i5'5>, x^-nx>c,x TRH. A>i'U'7x^»/i^jH'J/^y^<K, 
;^?^x>, MITl^^c«-eoit?Lft#;03is:En^T*S±|B (2 3) ^tditlM 
(2 4) gSi^©Xi^U-X>//;^j£, 

20 ( 2 6) ±12 (18).-^ (2 5) tBa(D;^^U-X>^;^ft-c#e.n^^, U 

(2 7) ±12 (18) ~ (2 5) ^i2mo;^^U-x>^;^feT^ie,n5§, 
U;«;>Ki:±l2 (1) m,<iy^^%^tz\t.^co^t.(rym^>^^mt^^:b(D{t 

(28) ±12 (1) %m,<j^^^%^^:^r^mm.^^mt^^ii^m%t.-t^ 

-tl2 (11) fim<Dx^f)--y'if^^y}.^ 

(2 9) ±12 (1) l2«©gfi^^^WTSjfflfl&®M^)-^^Wr-5;i<h^# 



25 
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(3 0) ±te (6) t^m<Dmm^m^mmt^ctizj:'oxmm^mi^<D 

(3 1) ±12 (2 8) ~ (3 0) S2«CD7^^U-->^ffl4^.;,h^ffi^,T#^ 
(3 2) ±15 (2 8) ~ (3 0) mWi(D^^O-:z>i/m^yh^mi.^X'^i^ 

(3 3) ±sS (8) tB«(7)ir[^<i:, ±12 (1) IB«©MeKt> L < «±|2 (2) 

l2mc7)^^^y^K^^c}i^(Z)iici:^SM^-fr§C<t*4#iii-r-5±IH (1) 
l2«®MaSt)L<«±i2 (2) IB«©g5^^/^y5^HS;ttt-e©it©^«fife, 

(3 4) ±12 (8) tmomwt. ^^m^^wm\:^tifz±.m (d ib® 
jE^^it, K^^{3M^Lfc^^jb$n^c±iB (1) mm(om^nhL<\t±u 

^^^+©±12 (1) IB«c©MeKt)L<tt±§B (2) §B«©gB^-^y^K^^c 

(3 5) s^^^<!:a^±fcTOfkL/c±fB (8) tm<D^wi^^ummi\:^n 
'^^^<^^m\m^^m^T^zt^i^^tt^^^m^(D±.ts, {d urn 

ig«ge3?ij (ZAQc) , ^^x^^tiii^c,m^^n^j^j^^^^^=^^ ^^,2 
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mmm (ZAQC) , ^^zs^m^^m^-^n:b7^mmit:7r^t mi 

^SE^iJ (ZAQC) , *J;CX'^n;6^^M^t$n§75y^gB^J^,^r (02 
0 4 «^»J 1 Tf# tlfc *^ ® t h a g ^ I, - K -r -i. D N A O 

^fiSB^j (ZAQT) . ^j^u^m^^bm^-^ti^Y^y^^^i;^^^^ ms 

10 (3^<) . 

m«iH^^J (ZAQT) , *ctWn;i.f,Jt^$n575y^E^J$,i^t- (04 
06{c:sg<) . 

06«^Jg«3IlT'#en;t*^BJcDthF^**Me«&zi-K-r^DNA® 
15 mSSe^J (ZAQT) , ^^ZJ^^m^^m^^n^T^y^^^i;^.^^^ (05 

o^#) . 

0 8 itmmm 2 untttitc zaq <D^m^m(Dmmmik^^rc 

0 9 ttM I T 1 , k Z AQ 'J ;y > Kiuig^^y^ K (A^^ 7")^3 J;DCt h 
20 MZ AQ U ;^*> HM^^y^^ K (G^^ 7') (D7 $ / ^SB^j^.i^-r. 

04^, rMITlj«MITl©75y^ge^J^, rHuman(A type)j 
{itK^ZAQU;*f>KfiK.W-^y5^K (AiJ'-fy) ©75y^iB^J$, THu 
man (B type) j Jit N^Z AQ 'J;y> Ka^#:-^7'^ K (BiJ'^y) 

01 i«^jg«^5 (5 - 1) T-ffi(..7^cy77;$ mmm(Dmmmmmmt:^.t, 



25 



BNSOOaO: <WO_0Ite309A1J_> 



wo 01/16305 

PCT/JPOO/0S685 

10 



*^Bj©ge» (Gmm^'i^mu-ty'^-mBn) it. m^ii. th-^Dt 
10 (mfi. MAS, ^uj^iis, i^iiiis 

^mt>L<«;^f>m;ij:a ^«m<7)ijfflflg MEL. Ml, CT 

LL-2. HT-2. WEHI-3. HL-60. JOSK-1. K5 6 2. 
ML-1. MOLT-3. MOLT-4, MOLT-10. CCRF-CEM. 
TALL-1, Jurkat. CCRT-HSB-2. KE-37. SKW- 
20 3. HUT-78. HUT-102. H9. U9 3 7. THP-1. HEL. 
JK-1. CMK. KO-8 12. MEG-0l;3:a , ^rzit^n^omm 

^m. mm. m^. nmy^. is^™, ±mm. mm. ^m. '^mm. 

25 fii, TO, 451^. ^4^^, gj^^ ^^^^^ ^^j^ 

/Mi) , jfii^, mm. mm. wrm. i^mm. m^m. 
m^. i^m, §m. sip. m^m<D^^ 



BMSOOaO: <WQ oi 16309A1 J.> 



10 



25 



WO 01/16307— 

PCT/JP00/0S68S 

n 

L < 9 5 %^Xh. J; 0 S L < TO 9 8 %£^±©*Bigi4$;t1- S 7 5 / ^ 

i-x?«fe$n^75y^@B^ji:^M&^fcisi-(D75y^E^j^# 
^^^c(Sl-(D7^y^EJ.J^Wl., ge^j#^: iTto$n§75y^E^j$;^ 

®7=y^lH^J^^;fr^^eK<hLT(i, ^R^, iB?iJ#^ : 1 Tgb^n 
^7-y^i2?)i<i:^-^;.^{i^K6U{C|W)-(D7^y^E^J^^;tL. ie^J# 

5 y^E^j, <DiB^j#^: 1 T^^^$n^7^ y ^sEjijic 1 ^rzit2mu± m 

lT^b$nS7$ySgg5JiJr|.01tAcfi2m± ($?^L<tt, 1-3 Oi@ 
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s^, ct D $f s L < ft 1 ~ 1 0 mmm. ^^m^ l< ^mm ( i ^rzit 2 m) ) 
mmnti)].t^^i.jim (-cooh) ^rzit:^M^i.u-h(-coo-) 

Xh^ti^. C5Nl^*i75K (-CONH3) ^tc\tJLX^}V (-COOR) T 

CC-ex^x;i.{ci3{t5Rci:LT«, ^JAff, ^?;k X5^;k n-yotf 

p-^>5^;k '>^n'\+'>;i.;^.t£©C3_8v^o7;i.^;i.«, 7x- 
;k a-:^75^;^;i^:oCe-,37'J-;^s, -<>>;;k y:c^-^^)vu 

^>^-^.-2y)\^^W^il(DC,_,,7y)l^)Vm<Dm\ mumJLXv-)Vt 

C ©x;;^ ch^'^ I, i ^, ^ § ^ 
>^S075y«j{ii«glS 7ii5^;i.«fj:t-cDC2.s7 

25 ©75y^©fiiJ||±OM^S (^J^ff, -OH, -SH, 7$/S, -fs^y 
7^L^)VmUii(r>C^.,7}Vi]y^)Vmti.E(DC,_,7iy)Vmti^) 



20 



BHSOOaO: <WO_01ie309A1_l^ 



10 



25 



V/OOinam PCT/JPOO/05685 

13 

7j<14 (Hydrophilic) i:5^*T$nfclf|5^<£#tr/>^y^ KT^-S. S 

fc, i^TKtt (Hydrophobic) SPfe^-ggtC-^tf^y^" Kfel^<i(cffiVi^C^:;&«T 

1-2 OMg, J;0$f^L<{ii-i oM^, ^^iziff^LKimm (1 

2m&,± (0^L<it. i^iommm. <t»9$fSL<fii~5i@@g. 
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^tz. ^^m<Dm-^'/^mcm^i!)m^ti)\^t^^i^m (-cooh) 
^tzitt!)it^^iyu-h (-COO-) -c$>^^^. mmLfz^momBKo 
rt<, cMi^i)i7^}^ (-C0NH2) ^TzitJix^jv (-COOR) Tab 

i^^rm^^n^sftbrzG\n^^}:^nifju^^>mtLrzh<D.:^^j^(D7^ym 

*^§^®a5^i'^y^Kttc*^;i>tii^;^7;i.j}f=^^->;i,S (-COOH) 
^rz\ttiJU:^>^'>U'- h(-COO-) Ta&Sj&^, MBHL;t*^BjoMeK©r 
iX. C*i^;it7$^r (-CONH2) ^fzitJLX^JV (-COOR) -Cabo 
15 TfcctV^o 

mk, v>^. M^^tmm. mm) t(Dm. $>^\^m^mm c^jajj, mm. 
^m. -fuif^^m. y7)m. tuo^, n;\^m. m^m. ^x>^, 
'J>zr^. mm. ^.mm. ^^yx)v^.>m. ^>^f>;^;^>-l^>^) ^©Jt 

■^'^^^<^^(omiBmmmm\z^-oxm^r^z.thx^^L. m^r^ 
^x%m^t^z.ti)ix^^. ^tz. '^m(DmBn^^m^tz\tz.n\zW'Cx 
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□-;UWJig, 4-^5^;i./>c>xt:K'j;P75>fi^j|g, ?mmm. 4~h\^a^i. 
(2'.4'-v^ h+'>7x-;U-Fmoc75yx5^;i.) 7x/::t^>'SJj8g;5:ir^^tf 

m\zm\ mm±Tm^^it^. Km<DmmizmfSii}^ibmm^mDtiirtm 
m\z^mummm.^L. ti^\zM^mmm^i!^^{^i^7.)iy^ ^^m-^m^ 

■tmLrz^mT^ymm^izmLTit. m^m^mizmmx't^^mm^ 

5 mtLxit. DCC, ii.ii'-z^^v;rni^ji^)vt^i^^$. h\ n-x5^;!.-n'-(3- 
x;^x;p<hLT^e,^^i;i6«^75yi?©«mt^fx;iofemfc«^iig(i^jnT 

N. N-vp(^;|,7}^;UA75 J.*, N. N- v^5^;i.7-lr h7$ H. N-pt5^;p 
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7-tr5^;k 7iS^D<;k 2--huyaL-)\.7.)Vya.-)\.. vy^ 

tuiTt^^i^jmit. mxii. TJu^jiJLXy^Mt m^it. 
yoe;k y5^;k ^->^u-:^5.;^, >'^u^^i.)v. 

v^n^y5^;k i.i;o:t^^5^;k 2 -7iS^v>5^;p/j:£o!)ie^^. ^^^^^ 

-t^o^'Tt^o ^(DJLXTMt^zmt^mtLx\t. mx\t. 7±^)vmt^E 
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2--h□/^;>y;^. Br-Z, i57-S>^ 

2.3. 6-h.J^5^;P^>-if>x;i.;i.-;k DNP. ^>i;)l^^i.^^j^^ Bum, Boc, 
Trt, Fmoc/cCi^'fflt.ie.ns, 

2.4.5-hU^D07i:y-;k 2. h P7xy-;k >>7y^5^;P7;Pii 

/i7-hn7xy-;k hone, N-t Ko^s^x^:? v$ k, N-tKn4^-> 
7iS';K$H, HOBt) i<z)x;^^;i,] fs.iiii^Wi\^i^t\^. W^<D7^jmom 

7-y-;k 7x/-;k 5^;f7-y-;k ^^^^y-;],^ />?5/7ky-;k 
aS<i:LTffllif»nS2. 4-vxhD7xx;i.S«5^;f7x/-;u^S{3J:0^ 
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J^^^^'^}i^m^mm(D7jvn-)vmm^b7^/mjiXT-)utLtzm. m& 
K®75 i^i^tmmizLx. mm(DmBMoj:xy'jiw^n:hzti!}^xt^o 

mzu-ox. ^^^^it^mMomBm^m^t^^y^^—^fxmmr^ztiz 
^^xmrnr^ctt^x^^. -<:f^\^<D^^mtLxit. mput, mm-&^ 

n^m^^y^ }'hb<\t7^ymtm^mt^m^^^. ^^mmmm 

xt^. 'J>m(D^^^:^m^m&(DfSimtLx^t. ^xu. ij^To^-dxcie 
m^tirz:^mi)mii^tL^, 

®M. Bodanszky M.A. Ondetti, ^zf^l^ v>irvX (Peptide 

Synthesis). Interscience Publishers. New Yorlc (1966^) 
25 (DSchroederiSctlXLueblie, if -^7^5^ K (The Peptide). Academic Press. New 
Yorlc (1965^) 

®^^f^m iij:ummm¥,±it^^^mm I. geKo-rt^iv. 205,(1977 
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mmm^am^ mum jAnimis 

yVADNA, yVADNA^^y^'J-, WI2Lfcm • M^i^l^o c DN 

A, mmLfcmm-mmmcDcDNAy^^y^j-, -^^DNAoii-rn-c 

m«llckOtotalRNASfc«mRNA®:$^$PI3L;/tt)(D&fflliTe^Reverse 
Transcriptase Polymerase Chain Reaction {^T. RT -I> CR^ t^l^-t^) 
{Cct o Ttii|i-r ^ d i t)T^ -So 

^: 2S;^caE5iJ#^: 3 TSt>$tlS:^SgBJiJ$^Wr5DNA, SfcfiE 
^J##: 2^fc«gB^J#^: 3T«^3$n-5:^Sg5a?iJ^WT-5DNAt/W;^ 
hU>vx:/K7i^f|:Tlr/W:/U^'rX-r^DNA$WL. *^BJcDMa» 

i£^TSge«^Il-K-r§DNAT*n(mnOfeC!)Tt)J:^i. 

< h 'J > > h ?^j:^f!|:TT/N^ U i5^-r XT 5 D N A i LT«, A 

^^WfS D N A;i e>n-5. 
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Xif. ^^4-:x^--i'n-->>f (Molecular Cloning) 2nd (J. Sambrooket 
al.. Cold Spring Harbor Lab. Press. 1989) lClH^0D;^ffi;5:acfcTfT;5: 

mM, «^^L<«*tll9~2 0mMT?, ia^*ti^5 0-7 Or, fi=SL<«i^ 
Wr -5 D N A TS^ab ^ n-s . 

T€r§. GWBnmmmmmmRNAomn^nrzmmzmmji 

^) SD^Ggeg^S^i^aKKigRNAch^SWfCA^yu 

^<D^mxmm\z^mx$>^. 
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^K. mmmmximmt-<f^}i (mm) tcomr rtat^r^i tit. ^ 
im.) (^m^\y.it^<Di(^mm^ibmmtnmii\z^^^^^\i 

10 mmhM^tbxm^Lo^. 

\^t(Dmmit. ^7>^-t>xi r$>^t\^^octmv^^. 7>^-t>X' 

^wrs) ;ij:<i:d^^tfe,n§. ^ne>«. 2*^dna, i*iidna, 2* 

^RNA, l^HRNA, ^^tClDNA : RNA/wyjy KT*SC<J:7&?T 

^'^iz$mi!f-^^j^^u:t^]ixit$mm^^jzty^^u:t^v. tih\zit 
'skmmomu-^tifz^o. m7i.ir^m^mr^ibtirzmm(D$>:bh(D, ^ 

mmi^rmmLrzho. ^^m^u^^mm<ottirzh(D. m^iimm 
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^h-D^m. ^.^ym. miti^<D^mua) <&^^t-^t>©, jji^^Mm^^ 
^^m<D7>^±>xmmit. rna, dna, ss^^«i^fi$$nfc^^T 

®7>^-fe>X^^$d;0^^;5:=fe©{cTS, 7>^■fe>;^^K©^^^ig^4 

^^l^Tmmrm^mx^^K^i^nxi^O. mXit l Kawakami etal.. 
PharniTech Japan. Vol. 8. pp.247. 1992; Vol. 8. pp.395. 1992; S. T. Crooke 
et al. ed.. Antisense Research and Applications. CRC Press. 1993 Uiiiz 
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n-jmua) umif^n^, ^i^Ltzhoit. m 

3' t^$>^^m5' mz'^^mzmm-^nrz^^yfm<D&x\ jl^v^^u 

7— ti\ RNa s ef<i^<D^^U7-ifiZ^^^m^m±r^^tbOh<Di!}m 

if^n^o ^oLrz^^y:/m(omtLxit. if^^)j.=^v>if^)u-}v. 

'^^'^i^>if')^-)Vt^ii(Dif^)zi-)V^\tC}fytLtz^m^mx^i^tlfzi^ 

w^^(Dm^=f■^m^. h^\,^tmBn(D^wn^^wMm%i^k^m\^^xm^ 
^ tt^x^^, wm^n^w(Lk^<D^moijmxmmzmmx'^^. 
^mmmi^-<.-/^^^zi-Yt^D^AtLx\t. mmLtz^mmm 

fectiio ^fz. yy^DNA. ^'yADNA^-ryyu-. mt&Lfzmm'm 
Ms*(7)cDNA, muLrzmm'mmmm<DcDNAy^zr^v-. -^figD 

mrnVtzmm • M^=tOmRNAiij^^i^^L^ct)©$fflViTitMReverse 
Transcriptase Polymerase Chain Reaction (OT, RT -P CRii tmWT^) 
iZ^-DXmmt^ZthX^^o 

mmzit, :^^m(Dm<zf^\i^n-}ir^DNAtbx\t. m^it. 



wo 01/1630^ PCT/JP0(M)5M5 

24 

mmmn 2 ^tz^tm^m^ 3 r-mt>-^n^mmmm^^'r^Di^At/\ 

5:^W-r ^ D N Ant 

n-KT5DNA©*gSi2^j©gB5i-J^M^J^*T^^^DNAy^'fT-:& 

A ^*%B^ ® M a § l i 3 - K -r -5 D N A»rM- L < 
fi&D N A I i L t> © i: OA-f ij ^J^-Y if- -> H > IC J; o TiiSiJ-rs 

(Mo'ecular Cloning) 2nd (J. Sambrook et al. , Cold Spring Harbor 
20 Lab. Press, im) \Ztm(Dljmy3:^izU-oXnrjiO :iti!}iTt^. ^tz. rU 

moy^^^^j-^mt^m^, mii<DmmBMm\z$im<o:^m\z'^oxn 

DNA®iiSffi^J©^^tt, VCR^^ik^O^v h. Mutan"-super 
Express Km (SSig m ) . Mutan™-K (^Sii ) ^^fflv^x, ODA-LA 
25 PCR?S^Gupped (luplexffi^KunkelS^©g#:^^©;;^^£^§ti(j:g-n^»C^i; 

^□-Mk^nj^cSeM^n-H-rSDNAfigW^CctO^C!)^*. t^c« 



BNSOOaO: <WO__0116309A1J_?. 
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NAjy-^r^^-^m^^xHiar^zt^X't^o 

t^DNAt^i^E&Jtt^DNAm^^mOliiL, (□) gDNA^)^-^®^ 

^^^-tVXit. ±mmm^(D':fyX^]i m. pBR 3 2 2, PBR3 
2 5. pUC 1 2. pUC 1 3) , ^mmmo-y^Xi K (^J, PUB 1 1 
0. PTP5. PCI 9 4) , mmM-fyX^}^ pSHl9. pSH 

15) , xy7-i;tj:if(0Ai7T-U^y7-i^. Uhnry^jix. u^i^-y 

^^}V7., f'^^^U^-(}V7s1SiE(DWim^^}VXts.E(D^^ pAl-11, p 
XTl, pRc/CMV, pRc/RSV, pcDNAI/Neo, pcDN 
A3. 1, PRC/CMV2, pRc/RSV (Invi trogen^t) tiEi,im\^^i^ 

^^\^xmmf3:zfu^-^~x'$>n\t\.^t^t^^%(Dxhi:\.^. mmmu 

^m^tLxm^^^m.-^\t. SRa^nt-^- SYAOzTu^E-^-. h 
I V-LTR:/p^-iS'- CMVyD^:-i5^-, H S V-TKyp^-^-;:^ 

^±;iixs.x'Jt7^®T'*S:l^}i, t r pT'P^-iS'-. la 
cyp^-ij;- recA^P^-^-, AP,:/Pt-iS.~ Ipp^Pt 

-^-tsiEti^. m^tiV'^^)vxm,mx$>^m^\t. spoiyp^-^j'-, s 

PHOSyp^-^- PCK^P^:-^- GAPyp^E-^- ADH^ 
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s V4 0 o r i m^r^m^m^) u^^^^bx\,^^h(D^m^^^ct 

h i rtmWt^m^^^^^) C^^JhU^±-h (MTX) WttD , 

^tfe>n5o mz. cho (dhf r-) m^ffli^^Tdh f riie^^^^ii^ 
mm\zHMr^, ?i±*tx'>x>j kTJSMT^^^^n. PhoA . iyifi-)mn. 

MFa . v^:^;^EJlJ. SUC2 • 'yifi-}VmmtiE. 

XvxUt:7mM©ftWJi:LTfi,XvxUk7-3U(Escherichiacoli) 
K12 -DHl i-:^Ui.-V>^X ' ' ^ ' ±i^3i-)l • 7ti^^- ■ ^ 
25 :/--y-<x>WX«^:/.tf .a-x;^x- (Proc. Natl. Acad. Sci. US 
A) , 6 0#. 1 6 0(1 9 6 8)] . JM10 3 C7^< I/y i> • 7v.yX • 
Ulf-5". (Nucleic Acids Research) . 9#. 3 0 9 (1 9 8 1)3. JA2 
2 1 {i^^-±)V'^zr'=^V^o.y-'n>(tui;- (Journal of Molecular 
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Biology)]. 120#. 5 1 7 (1 9 7 8)]. HB1.01 ii^^^i-Jl. • . 
^\^^:^^-';Utai;- 4 1#. 4 5 9 (1 9 6 9)). C6 0 0 [vx 
^■'^^y^X (Genetics) . 3 9#. 44 0(1 9 54)] tJiiimmi^^^tl^. 

^^^JU7.mmtbT\t. ^^^JIX - (Bacillus subtilis) 

MI 114 Cv->. 24#. 2 5 5 (1 9 8 3)] . 2 0 7-2 1 Ci^^-:^ 

;P-^y-AW:t^5;^hiJ- (Journal ofBiochemistry) . 9 5#. 87(1 

9 8 4)] 75:<i:;i»Sffll.i?,n-5. 

mmtLXii, m^it. tf.;,*pv^-fex IrUh-vX (Saccharo^yces 
cerevisiae) AH22. AH22R-. NA87-1 lA. DKD-5D. 2 
OB- 1 2. i^VD-y^a-T^^x yi'.y^ (SchizosaccharomycespoiDbe) N 
CYC19 13. NCYC2 0 3 6, A;^ h -JX (Pichia pastoris) 

^^mmm (Spodoptera frugiperda cell ; S f «) , Trichoplusia ni 
15 <D^m^^(DMGimm. Irichoplusia niOlPS^feOHlgh Five^^SS, 

MainestrabrassicaeS5fe©mt;^c«EstiginenaacreaS*om75:^;J|t^l.^e» 
n^. ^^J\.X^iBmNPV0m^i,t. m^mWimm (BombyxinoriN: Em 

Nmm) u^mi^^^n^, ms fm^tLnt, m^it. s f 9^^ (atcc 

CRLI711), Sf2lM(lJi±, Vaughn. J. L e., • j}^ (l„ Vivo) . 13. 
20 213-217. (1977)) tji^mi^^^tl^. 

MAi:LT«, m^it. ti^n(D^^Ui^m^,i^ti^ ^^^^^ ^^^^ 
- (Nature) . 3 1 5#. 5 9 2 (1 9 8 5)] o 
i&t/miLTfi. mA.\t. ^)mmC0S-7, Vero. ^^■i--X;\J^ 
(OT, CHOmtBSIB) . dH f riie^^^5-^<- 
-XAAXiJ'-SBHgCHO (OT. CHO (dh f r-) miiSIS) . tC7 
XLM. T'>XAtT-2 0. v^;^5xo-Tm. ^«;/hGH3. 
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- (Proc. Natl. Acad. Sci. USA) . 6 9#. 2 1 1 0 (1 9 7 2)^v-> 
(Gene). 1 7#. I 0 7 (1 9 8 2)tj:i:izmm(D:^mz'^':>xnU^ Zt^ 

. vx:|^7;U- i;x:t^x^<7^X (MolecuUr & General Genetics) . 1 6 8#, 

111(19 7 9)t£^izmm<D:^m\zu^xmj:ozttir^?i, 
^^^mmumr^\zit.mxit.^yvX'^>'j:>^^:f:ui;-(mihods 

inEnzymology), 194#. 1 8 2- 1 8 7 (1 9 9 1), fai^-iyy^x- 
x;^x- (Proc. Natl. Acad. Sci. USA). 7 5#. 1 9 2 9 (1 9 7 8) 

M:Amm^rzitS:ii^mm^mr^\zit. mput, n^ir/j-^ juv- 

(Bio/Technology) . 6. 47-55(1988)) fi.E\Z%m.Ol5mz^'oXfiti-)Z.ii%^ 

yDhzi-;k 2 6 3 -2 6 7 (1 9 9 5) (^ipg^^fr) , ^^uu^J^ 
(Virology). 5 2#. 4 5 6 (1 9 7 3){C|3m0;^ffilCt¥^TfT;5:5 dt^Ot 

Z.(0^0\Z\.X. GgdK^^|S^^eK$=,-Kt--5DNA$#Wr-5^S 
ti^L-iy. njL^x. ±3M^ A*WS^3atti^75:^CD4|t|S7ttt 
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fi^S it S^/^ ^ » L T t) J; t i . Jgffi© p H «$U.5 - 8 ^ L I 

^^^m^^tsug^m A^^- (Miner) . i^^—i-ji^-ty-jL^T.^i)^ 

>y . ->-x:^^T-^ y^X (Journal of Experiments in 

5 Molecular Genetics) . 4 3 1 -4 3 3, Cold Spring Harbor Laboratory. New 
York 1 9 7 2)f}m^L\,\ ^^i^^-'mz^O-fa^'-:$r-^^^^<^^f,^^ 

*«T#5o ^i*«x->xu t7SMo«^, 5-4 3X:rm 

10 m±i)V^^)\^:^mm<Dm^. ^mitmm^s o~4 o'ct'*D6-2 4B#FBifT 

(Burkholder) «/Jn^^ CBostian. K. L. e., ^rfui^-vy^X- 

15 XXX- (Proc. Natl. Acad. Sci. USA) . 7 7#, 4 5 0 5 (1 9 8 0)) 
■^0. 5%;^7lf$y^$^#t-§SDJgtt! [Bitter. G. A. 6. ^^uy-=jy 

(Proc. Natl. Acad. Sci. USA) . 81 5330 (198 
20 a^*«I2 0'C~3 5'C-e*<j2 4~7 2Btf.1fT;j£(,i, i^^^^JC^SDTiim^jt^^ 

Grace's Insect Medium (Grace. T. C. C. . ^^-Y^-^- (Nature) . 195. 788(1962)) 

25 ^m(Dv>Hime. 2-6. 4\zmmt^(Dm^bi.\ mmitm'Mm2 7x: 

5-2 O%0^iE^jfiltS^^tfMEM^tt! {-^-(JL^T. (Science) . 1 2 2#. 
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5 0 1 (1 9 5 2)3 . DMEMlt^ i^^uu-J- (Virology) . 8#. 3 9 

6 (1 9 5 9)3. RPMI \&40^miV^-±)V.^-:r.^.j^,i'^^^, 
7y>^x-v3> (The Journal of the Aierican Medical 

Association) 1 9 9#. 5 1 9 (1 9 6 7)3. 1 9 9^^ [yn>,_,>'>>jf . 

:t >^ • 1f . yi?-< Xx^ . 7 . If . AW ^ □ . p( ;^ > (Proceeding 
of the Society for the Biological Medicine) . 7 3#. 1(195 0)3 Is. 

^^^(o^Bn^mmmwh^\^\tmm'^^m^t^\znLx\t. mmm. 

'^'^^-^^^^/^tznw^mmt^E\z^^xmw^^\.^mm^^mLrz 
^'^^^^^^mz^^w^n(Dim\iim^^^:^misEfim'^m^^i^n 
mmmwzmm^mm^T-i;>tiEa)m^n^m\^. NUh>x- 

mt. m<ck^<om'mm^mm\z^s.^^t>^Tnfs.oztf)^x^:t>. z 
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^iz\t^i^{ikm:^i^^^}.^t^n\zmc^:^mz^K>. m^i^^rzim<Dm. 
mm^f^m^ii:^ztiz^o. ^Mizmm^ta^LtzKi. 

i^T±^r^^mmm^m^rzit^m<Dmmt. mmLrz^ji^>\^ 
t<7)^^mmisj:mmmi^^mi.^rzj:>^^A^Ay7yt^fsi^iz^om 

^omBM. ^<om^:/^}^^rzit^n6(D^^m^\^^^^i^x$,^ii. 

K^tiiisiBTs) iznt^mmt. ^mM(DmBmmt:mmtLxmi\ s-^ 

(a) i7 D±-AtRi^^^mm<Di^n 

^^mom&mmit. m^mmzMLxi^^\z^ omm^a^-pjmu^mz 
^ng«^*§(,im^, mmitthiz^^tti^, ^^\zwiLxifiwm±m 
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mBn^tiifiifsLmt^s.!ts^^tz<D*>. tfimz^^Ltzm^mom^mmr 
^^t\zj^r)mji_^zt^^-vt^. Wi^mmm^(D:^m. mpLH. ^-y- 

t^)VX^^>(D:^m i^^^^- (Nature), 2 5 4 9 5M (1 9 7 5 
U>if^Jn-)i (PEG) ^■fe>^<^7^;|.x;Ji:i';0W^ns*t, B^VK 

m) i^t^mmmm^t<D»^Li^itmiti 1-20 : immx$>o. pe 
G m^v<{t. PEG1000-PEG6000) ^no-8o%gs©« 
mx-mm-^n. *U2 0-^4013, 0^L<itm3 0-^3 ivxmi'-i o^r.^ 
^>^^^-ht^ztizjzom^<mmm^^mmx^:b. 

mmx^^^i, mxit. ^m(Dmmmmm^mm$>^\.^m^tt^izm 
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fflV^Tfe^ti. mXit. 1-2 0%. »*t<«10-2 0%©4^JJ&iSjfiim$r 
5 l^^im (^) ) ^^c«/W:/>J K-Tlg«fflMMi§ite (SFM- 10 1. 

B7mm m) ) ^ct^^ffli.^^;ii:7>iT#^. 2^20-4 or, 

m'-2mmx'$>^, mit. m^5%mm:»xTX'mj:z>zti!)^xt^. /w 
\^—^^m±m(Dmi^mit. ±m<DtfiMm^(Dtfi^m(Dm^tmmizbx 
10 m^x^^o 

(b) "tj^ui—jimi^omm 

^t®^> mm^mm, -i-ty^m^ m. deae) ic^^s^mj^, mm>b 

j^iitmmizm^mmz^&^n:/s:^\ ^^^»j»e.*^§g©g^Kiiic^ 
r^mw^^mmmbx. mi^o^mmm^ntaoztiz^ommxt^, 
^^^'^^ft^r^tztb^zmi^^ihti^^^m^st^^^vT-mBrntom'^ 

i^(^^u^(Diaomtiitmxnm^xt^i^^:fyi. mxit. 0i^mu7)vy 
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10 

iff ^ L < e,S®f S d <h;i5T#-5. 

mm\zLxm^xt^, t^v^n-±)itfi^(D^^mmit. hmo^^j^u- 

25 lyXm^^^t-b'^x^^, 

^fflti^dttctoT, t h^m%mmizi^mmuGmBm^^mu±:f^- 
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(1) *:^BJ®Me®{c^r5'J:y>K (7zl=.7.h) <D^^:^m 

>, PACAP, -li^l/5">, ^)\,fi-:iy^ ti)\,yv::.y. TYVJi^V3.^) 
>, VTh;^i5'5^>, GHRH. CRF, ACTH, GRP> PTH, VIP 

H) , VTh;^i^5^>, K-A5>. ^5"UX 75 UX y^v^->, C 
GRP (;«7;i/vh->v->iJU-x^'y , o-rnhuxx A 

>^^77.;5^^x 7'o;^i5^i^^>';^>, Yuyt^^^y. 7f/yy. 7K 

^:^U>. a:fcc):0^i3-'5rt:^-r > (chemokine) m^^t. IL-8,GRO 
25 a, GRO/3, GROr, NAP-2, ENA-78, PF4, IP10> G 
CP-2, MCP-1, HC14, MCP-3, 1-309, MlPla, M 
IP- 1)3, RANTES;5:£) , x>K-t:iJ>, x>7=-o;?fX h U X 
^'5>. Xa-Dx>>'>, TRH, /1>^ U7x-f >;/ :J7/}?iJ ^y^J'-f H, ;y 



BNSOOCIO: <VK>_01t630M1J_> 
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m^ii. hh^rz\tm%W]^ m^ii. -r^yx. yyh. y^s^, -^7^, hyt^. 

^J^y K>0?^y5^ Kii'J KT'^^J®^, m^JISy H<^U;57> V^zf^ F 

jSH. SBli&rtCa^-^jggl, ,mi^cAMP^fie> «[^cGMP45g, -T/v 
MSS. ^^^^^ Ktt^b^ti, -^sgft^i^. 

<i:1--5o 

< ^s^o^sfcfi*^Bj0g|55^^/>^y5^ Yhb<it^(Dmzmm^'ii:rcm^iz^ 
t) L < ^t^<Dm\zMt^^^^m^mm'r^ z t ^^mtt^:^¥^m<DmBmt. 



wo 01/1<A PCT/JPOO/05685 

37 

^izmm^^fz^^izm^. ^mLrzumt^mmmm^rzimmm^fiz 
nr^m^m^m^t^ c: t ^nmtt^:^^BM(DmBm±rzit^(om\zMr 

^^^^^^t^^t\z^'DTmmm±iz^mbrzmBn\zm^^rzm'^iz 
*5tt§, ^^i^rz^m^t^i^omm^M^rzit^omzM-rm'&m'&mM-r 
^^t^^mtr^:i^^BmmBm\zi^t^^j:fs>\i(D^m:^m. 
®umit^<^^. ^mm<DmBm^^^r^mmiz^mii:rz^^\zm^. 

li, «rtCa2+jgit, mm\^cAMP^i^. mmP^cGMP±^. -iJ'yV 

u >mm^. mmmm^^m. mmp^mamo u >mit. c - f o s 
mt. pH(Di&Tu^^^m'r^m^^rz\tmi-r^m^rjia) ^m^t^z 
t^^mtr^:^mBM<Dmm^rzit^<Dm\zMT^v^> ko^^;^& is 

15 ^ZS 

^^•r^zt\zj:oTmmm±\z^mLrzmm\z^m^^rz^'t\zm^, 

mmmca'^mm. mi^camp^^k, mi^cGMP^gg. 
20 >mm^. mmmn^^m. mmf^m&mo^j >m<t. c - f o s 
mt. pH(Dis.Tu^^i&mr^iSii^rz\mm-r^m\itj:ii) ^m^t^z 
t^^^tt^:^mM(DmBn^rzit^(Dmznr^^j^>}i<o^^^mm 

mz, ±iE®~(D©iii^^fT75:i^ um<t^m^:^^aM(DmBm\z^-^t^ 
25 iitmrnitz'^iz. ±B®^(B<Dmik^miioztm^Li.^, 



BNSOOaa <WO___01 16309A1J_> 



wo 01/163^ PCT/JP0(W05685 
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(nuclear polyhedrosis virus ; NPV) OtJ^'J'n KU >:/D^r— , SV 

XM. CNambi, P. ^, 1f • v-^'— • • AW:tOv?j^j;i/ • h U — 

(J. Biol. Chem.) . 267#. 19555~19559M. 1992^] {C|e«©;&S&{Ct«£oTff 

L;^c7&^'oT> :^^m(DV:»>}i^^:^mzii\,^x. :^^m<Dm&m. torn 
m^^i5mt^n^w<tkm<Di5mz^^'Dxnfs.oz.tifix'^:bo 

^m^§r<t1^Mm^(D:Lt^\,^0, mfk<D^^l5mtLX\t, Potter- 



BNSOOaD: <WO_01 16309A1 J.> 



wuui/iww^ PCT/JPOO/05685 
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Uho> (Kinematicatti!) {CJ;^». m^mz^^mW. 7U>5^yU7. 

>b:h\z^^^mmi)^±tLxm^^iti^, mxu. mmmwm^^m (soo 

rpm~3 0 0 0 rpm) rmmm (®^, mi^'-lO^) ^'bL. ±m 
-^<h\zM^ (1 5 0 0 0 r pm~3 0 0 0 0 r pm) 1:3^3 06i-^2m^^ 

<UKi. Mmmf£7.^v-iL>^^(Dm^^^-^m\ztsi:biti!)^ory3.<. m-n 
y hT^±m(Dun^mM-vt^^v\zu^. 

Ui:xmmbrz7>^:ty'>iy>. 4^>^>'>, ziUvXh^ 

i/Jli^^>, -feph->, ^^h->, -iL-n^zf^\^Y. 
h\ yjX Ayyi/y-», :t^vhv>, PACAP, -fei^U^^X iJj'JU 

*3f>, *;U'>h->, tku/^vol'Jx yTh7.^5^>, ghrh, c 

RF, ACTH, GRP, PTH, VIP (AyT^xf^ OxXxy:^ 
^'J>. 75'J>, y^v+->, CORP (;«7;P'>h->v->UU-x^ 



10 



25 
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(chemokine) m^it. IL-8, GROa. GRO/S, GROr, NAP- 
2, ENA-78, PF4, IPIO. GCP-2, MCP-1. HC 1 4. 
MCP-3, 1 -3 0 9, MlPla, MIP-l^. RANTEStS:^:) , 
x>H-t'J>, x>t-d:^X SU>. tX^$>, -a-Dx>v>, TRH. 
^^>^U7^^y^tsV-<Zf^'i\^, ^y->, MITI $fc«^©mS^tl©7^^ 

yy-iZit, pH4~10 (M*L<«pH6~8) (DV >m/'iyy 7-, h 
CHAPS, Tween-8 0^^ (:^^-.y^^^^^ ^ v^h->, f^^^ 

— ^>j;^;>K©5^^*«i;t^a69-ePMSF, o-r^y^^x e-64 (^zf 

0. 0 lml~l Om\<Dm\y±-y^-mmiZ. -^m (5 0 0 0 c pm 
--5 0 0 0 0 0 c pm) © C^HK C^^sj^^ C'^CK C^^S3 7^j:«i:T 

#4tm6<Ji^'&a (NSB) Sftl-5)t«)JC^ 

tt*<j3 o53-;o^b3^rBifT/j:pc :^ ^ 7.mmmmmT'mmu mm(Dm 
/•^yy 7 -rmLfz'ik. :isy7.mmmizmwr^mmit^mi^'»^u 
-i^3>ti^>^-$,^\,^tr-ti'y>!$^-x'mmr^o ±m^m (b) ^s^e, 

l^#Se<J^^fi (NSB) ^mi^^tztlOyh (B-NSB) d^Ocpm^^^ 



20 



BHSOOaO: <VVO_0116309A1_L> 
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mm^. 7-fe5^;mu>m mmiHca'^mm. mmmcAu?^^. mm 

25 Hanks' Balanced Salt Solution {^Zfu^m \Z. 0. 0 5 ^©-^ vi(ii«7 



BNSOOOD: «WO_0118308A1J_> 



25 
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^^BMom^n^^m-^itrzCHomm, 1 27^yu- h 1 5 x i o 

/T^TMf^L, 3 713, 5%C02. 9 5%a i rT2 0r«1^^Lfct>®, 

jj^;uA75h\ DMso, ^^y-j]^mizmm-r^. 
wm\:'^'^tmch(D^ 1 0 o~i 0 0 oi^m^^m&izmmT^o 

2. aii;^^ 

S'J^ffl^®^ 1 m 1 T 2 L7t^, 4 9 0 M 1 ©«iJ^ffi^«^^$^A{cJp 

15 

iSIS^^k^tl^O. 2N NaOH- 1 %SDSTj§^L>4ml 

x^-'^-A mmmm) i^g^-r-So 

^I^^J'^X -feDh-X p<7h->, -i-n/>^y5^KY, :ftr:^-'rK, T^U 
X nyyu-yvX PACAP> iii^U5^>, ^)Vtt:^y. 

i3)Vi^V->. 7KUy>v3.U>, VThXi?'5^>, GHRH, CRF> A 



20 



BNSOCXaO: .<WO_01 1«309A1J^ 



10 



wo 01/1^^ PCT/JPOO/05685 
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CTH, GRP, PTH, VIP (^77^^^^. ^yj-x^^^-j], jy 
75 U>, yyp^-y. CGRP (*;P>'h->v->UU-5^^.;,K^y 

t^^^y. 7KU:hU>, a^^XS^-^^^^ y (chemokine) 

mX\f. IL-8, GROa. GROjS, GROr. NAP-2., ENA- 
78. PF4, IPIO, GCP-2, MCP-1, HC14. MCP-3. 
1 -3 0 9, MlPla, MlP-liS, RANTES;^:^) . X>H-feUX 
x>xP:^/;^hij>, t;^rS'5>, X:i-dx>-», trh, ny^UTr- 

(2) *^Bj©iia«^Sig©^E5 . ^^jg^pj 

mpiU. ^^f^izi^^^x^^BR(DmBmf)m{i^Lxif^^rzt()\z^ji^y\i(D± 
mmf)m'^xtf3:\,^ mm&mox^m) mmm^^^^iz. ©^i^hjcdm 

=i-K-r5DNAmm#{cS4l.|i^$i^§c:<!:tJ:oT. ^^l^fS (d) 
M^<i:;Jj:^«{3*^§g©gaK^n-HT^DNA$}fAL^31$-B-fcm{C, 

25 &nmm^±izmmt^m.0^^ii^u/^rz\tmmt^^(Dmmt lx 



20 



BNSOOaO: <WO_01tS308AlJL> 
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^mm^. ^mm^L. ^^P^mm'^. ^sm*^^, '^^mmm. ax 

5 mmmmmmm) . m^m mA.i,t. ^itm. u 

RSA, Mii^^jK, ^^m0k, ^:^0k. iri 

10 ^mx'$>^. 

nm^mizu-oTmm-r^zt^ix^^o *^hj©dna«, ^©s^t, ab 

EtLxmum\z. h^^^ti\f.hL<\t^nvAMm^m\z-^^m^mt(D 
^m^mm. •^tz\tmmmMts.E<Di^mmomxt^mum\zmmx^^. mx 

t t%\z-mz-Mi^nrzmnmm\zm^-^n^w.mmmmmxmar^ z t 
\z^'oxmr^ztt)^x^^, :in^mm\z^if^^^^^^m\tm^^nrz 
mm<Dm^:f3,mmf)m'bn^^v\zT^'b(Dx$>^o 



BNSOOaO: <WO_01 ie309A1JL> 



wo 01/1631 




PCT/JP0a/0568S 



(^^'Dy-i^Bmmmi^mu^^mm^tz\mm^'^^tj:^<Dm'^(Dmnmm\z 

h8 0^", HCO-5 0) taiitmLX^^l^. m\k^^tLT\t. mxii. 

^tz. ±iB^E5 • ?&^jSfij«. mxit, mmm m?nt. v>mmmmm, m 

±mts.EtM%)ux-^^\\ wm.^t\itm^mm.%. m%u.7y:fMz%^ 
m7.\t. z^vv. '^-y-^, ^i/. ^n, 



wo 01/1630^ PCT/JP00/0568S 

46 

T) (Dmit^^BM^\Z^^^X\t. -aiZ-Dtf^^O. lmg^l OOmg, 

5 T) omit^^B-B^lZii^^Xit. -B^Z-D^mo. 0 1~3 0mg@g. $f 
^V<\tmo. 1~2 Omggg. <J;0$f^L<}i*UO. l~10mgigS$: 

^mi^mz^o^^t^mm^'^X'h^o m(Dm<^(Dm^h. eokg^tz. 
KiizmwLrzm^^^t^^t-^^x'^^o 

(3) m^irmmm 

10 ^mMODNAit. -yn-^tLxmrn-r^ctiz^r)^ hh^fzitm^m 

m m7L\-S.. =7yV. ^-^^^ ^l/. -^Mi.}!) 

15 AOJilJD*5(.i«^^ji#:^j:^(Dae^^^^J<i:LTWfflT*S. 

*^Bj(7)DNA$ffli/i§±is©jte^^8if(i, tf> 

/WyUi5^<-ti— >3>-^PCR-SSCPfe (Genomics) , 

B5#. 8 7 4-8 7 9M (1 9 8 9^) , :?'D'>-v>^X • • If • :h 
V 3 • 7* X 5 — • X > S>-r X • :t y • n— XT. X- (Proceed i ngs 

20. of the Natinal Academy of Sciences of the United States of America) . 
^8 6#. 2 7 6 6~2 7 7 OM (1 9 8 9^) ) 7S:<i:tCj;Dllifi-r'5C:id« 

(4) *^Bj0gasfi^-r§u;5;>K(D^fife 



BNSOOaD: ^WO_0116309A1J.> 



25 



WO 01/16^^ PCT/JPOO/05685 
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stt m^it. 7^^\i>mmm. 7±^junu>mm. mmp^ca'^mm. 
m^^m. mi^geHcD'j >m<t. c - f o s puo^s^Tua^ 

t0s> *^m<Dm&m\zM-r^7>^:i-xh) , (a) u;!/>H<h*^Bjo 

e»©^i, U:«/>K<i:$^M$-&;t:i^<h (ii) *^BjcDgs®, ^OW^^^ 
^^^(DXi;^)--y^:)5mz^\.^x\t. {\) t (ii) ©ii^{i;tett^. 



15 



20 



weoocin: *vko_oi is309aij^ 



wo 01/1630^ PCT/JPOO/05685 
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m^^^t^mm^rzimmm<Dmm^\zmm^^rzm^\z^n^. ^^l^c 

iz^-^Tmmm±\z^mLrzm&nm\zt^m^^rzm^t. ^i^ufcu^>H 
^^zsmmi\:^m^:^mM(DDNA^^^r^Mmu^i^^mmr?>ztizj: 
■oxmikm±\zmmLrz:^mBM(DmBnmzmm^ii:rz^^izm^. mmv 

rz^):»>}'(DmmBnmzMr^f^'^m^m^L. it^r^zt^^mtr^ 
20 'J:^>\'t^mm(DmBmmt<Dm^^^mt^ii:^it^m^rzit^(Dm<Dx 

vis>\im) ^^^mmomBMm^^^r^mmizmm^^rzm^t. 

25 t^mmizmM^ittzm^izm^. i^-f:^^-^if\-Lrzmmmm^ 
7y^}i>^mm. 7-t^jin^)>mm. m^p^ca^*mm. mm[f^cA 



BNSOOaO: <VVO_0116309A1J.> 



wo OI/163l^ PCT/JPOO/05685 
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i^^^mr^^t\z^':>xmmm±\z^mLrz:^mm(DmBmm\ztm^itrz 

7-t^}lUU>m^. «f^Ca2*iSii, mrtcAMP^fig. «f^cGM 
c - f o s pHO<ST7^i:£S:{£ifrSfi&tt^7t{iWJt--5filtt7if) 

^'i&mu'tzfi'-^^n^^timm,. m.m.^rz\t^(Dmimmiii^m^^xmm 
it^m^nx {-'^7.^^) , ^(Dmzmmmit^mi)mmz\iV(o 

r^UM {ii'Ax^.^)--y^) ii^-sL^wxh-otz. mm. m.m-^tz\mm.mm 
^^'t(D^^m\^^n\m(DV'tzf^-miBnhmM't^tzib\z. ^mtr^u 

y^t^z.t\mmxh^tz, 

^^\Z, 7^'?^)--y^^nfz\\L'^mtli7-:i-7. V-ti^7y^:^ZL7. Vli^^W^ 

\zwm't^z.t.mxt^. 



wo 01/16309 PCT/JPOO/05685 
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i^^i^n^'h(DtLx\t. m.Wi^i^t:m^^x±mmm-^'^rz}i h^^ou-t-f^ 
-mmmmuaajmLxi^^^. 

N A ^m^mm^^^^mmx^mr^ zt\z^K)nuoc t^m^ l i^, sfi<) 
10 tr^mBn^^^u-\it^DNAm)^izitmmDNAi!)im\^^in^i)i. 
'rLh:itnzmm-^n^t(Dxitfji\,\ mxu. mm^m^^^^DNA^m 
viTfccfciio *^Bj©gessrii- \^t^DNAmi^^m^W}<^mmzmAL. 

:xU^-()VXlZM't^^^^i$^M'y-( JIX (nuclear polyhedrosis virus ; N 
15 PV) ®7j?UAKiJ>yD^:-rS^-, SY4 0^^<D:fn^-^^-^ Uhu^ 

(DTm\zm^T^t^(D-f)m^L\.\ ^mLtz u-f:^^-(Dmtno^^\t^n^ 

W'jk^(DljmxnDtt^^Xt^. :Sti^ CNambi, P. e., -tf-v>- 

20 ±}V ■ ^Zf ' /U^nz^tJJl ' ^^Xh^J- (J. Biol. Chem.) . 267#. 19555 
~19559H, 1992^3 HI5|g©;^felC«e^TfT;a:^ c:<hd^T#S. 

^r^'hoytbxit. 'tn^w'jk^(D:^mz'i^oxmmbrzmBnmx$>-:>x 
m^it:^mit^n^w'ji:^<D:^mizm^xnuocti!)n't^, 



BHSOOaO: <WO_01 16309A1J^ 



wo 01/1638^ PCT/JP0(l/05685 
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5 mm^^^<^^n^m^(Dz.t^uoo mmo^^wismtLxit. Potter- 

UhP> (Kinematica^fcSl) B'^mz^^mW. 7U>^Z^U7s 

10 'bt}iz^^^mm^±tLxm^^<bri^o mxi^. mm^^^m^^m (soo 

r pm-S 0 0 0 r pm) X^mm (ii^, *t) 15^-105^) S-il>L, 
^^tCiSji (1 5 0 0 0 r pm~3 0 0 0 0 r pm) XM'^S 0 2 I^PsliS 

<UK). m^mux^i)-->^j^<Dmm^'^m\zu^itf)^ox'U<. m-n 
V vx±m.(Dmm\^x^^iio\zu^. 

LrzV:»>}^m^mx$>^o 

mmbrz'j:»>\itLxit. m^LrzO:ff>}i. mmLrzV:fi> i^n-n^ 
^ ^xmm $ ntz u ^ > k ta ^7&«ffl v ^ ^ n -5 „ 



BNSOOaD: <WO_0lie309A1_L> 



wo 01/16309^ PCT/JPOO/05685 
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WU^^m^-^^o nyyT-\Z\t. pH4~10 (M^L<«pH6~8) 

M$ii--5SWTf, CHAPS, Tween-8 0^" (^E3E-7h^Xtt) , v 

10 TPMSF, □-f-^y5^>, E-6 4 (-^^^ KW^^^S!) , ^ZTT.^^yfi. 
<i:(0yDT-7-1fffi^^J$ttrSiI<tt)-e#-g). 0. 0 1ml -1 0ml 

(5 0 0 0 c pm~5 0 0 0 0 0 c pm) (DWML 

fz^)isy\^^mM\^.wm\zi o-^m-i o-^^McD^^^t-^tj^^^^-e-^. 

immif^^^m (NSB) ^»^^cJe){c;«^WJ(D*raoU;!/>K^ilDA;tS 
15 l&5^i-7't)fflS-r'5.S^&«$U0t:j5ie) 5 0X:,a^L<fi*?j4'C;&^^>3 7t: 

Twr^o t^tfit^^n^^u\,^m'^<Dtj'y>h (Bq) ;^'^b##s6*),^-&M (n 
20 SB) ^mi.^rzti.o>h (Bo-NSB) ^lo oxtLfzm. f^m6<i}^^m 
(B-NSB) mxii. 5 o%uTizf^^umi\:^!^^^mmmmti(D$> 

MlSl^cAMP^fiJc, mi^lcGMP^fig, -ryxh-JPUVi^M^. ifflSgM 

m&^ii, aBj!artMeK©'j >mt. c - f o s pHoiSTO^^ 



BNSOOCXO: <VVO_0116309A1J^ 



wo 01/16309 PCT/JPOO/05685 

S3 

^i^^\tmmizmm^7^^tj:i^mmw^yy7-\z^mL. umit^mu^^m 

±0^Lrzm^^tti^ti(D:^miz'^-Dx^mr^o mmmm^cDmmtt^ 

x^^mmfs,m'^\t. m6i^mmm\zi^r^mmn^m1sahx7v^L^ ^nu^ 

10 ^xmm(Dm^m±m^m:k^ii:x:ii\^^rcmmzMt^M^mii^mtbx 
mtht^^tA^x^^o 
mmmiSkfSit^mMLxx^ v-=L>^^ffUoiz\t. mmumBm^f^m 
Lrzmmfi^iiS'mxh^o ^^mowBnm^mmLrzma^tbxit. ^mm(D 
^^m(DmMm^^t^mmw. mm<Dm.mA.msBnm^mmLrzmmw 

umt-^i^tLxit, mA.ii. ^zf^]^. ^>/t^. ^^^5" Kmb^tj, 
^^^b^ti, ^m^mm. mmtam. mmmm. mmummmfiat^m 

25 1. xi7^j-~>ifmmm 

Hanks' Balanced Salt Solution (^:/=i^tS!) \Z. 0. 0 5 ^W^i/jfatfT 



BNSOOaO: <WO_01 16309A1 J_> 



wo 01/1630^ PCT/JPOO/05685 

54 

5 /y^TMitL. 3 7"C, 5%C02, 9 5 % a i r T2 Brp^l^SLfcfe©, 

10 @U;^7*>K^TO 

U:^>Ki£0. 1 %':7xifi?iT;i/:/5>(viyvM) ^-^tfPBSTlmM 
.ti^Scfc -5 (C^^L, - 2 0 t:T-^^#f -5. 
2 . aO^ffi 

®1 27^:M^^«fflyi/-h(CTig«Lfe*^BJ(DMeK!^ilCHOm$, 

15 m^mmmm i m 1 1? 2 m^^vtzmi. 490 n i (Dm^mmmm^^:r:\zm 

u liax. Mf^izximmKJt^^-^^. tm^ff!}U^m^^^rctb\zimmt 
20 (Dsjc::?^^:!^^ L> 1 m 1 (D^^m^mmx smk^t^, mmizf^^tLtcm 

^U;y>H2rO. 2N N aOH- 1 % SD SxmML. 4m I <Dmi^i^>^U 
^L. Percent Maximum Binding (PMB) ^:k<D^XJ^tt)^. 

25 

PMB= [ (B-NSB) / (Bo-NSB) 3 XlOO 
PMB : Percent Maximum Binding 

B : m^^mxrzm(Dm 



BNSOOOO: <WO__01 16309A1 J.> 



wo 01/1631 



PCT/JP00/0S685 



55 

NSB : Non-specific Binding 

mm m-km 'Xht-^/uUH)^ t-}v=b>^(Dmm mx^t. w^mm. ^ 
mjfii, mmtmwik. ^sms':^^, ^^m^im. \xmm^m. ?ln-^o?» 

i^mmm^Bm , mm^ mxit. i^m, mrsa, uf^sgi?^^, 
^mm&. mmmmm. ^^m^. 'p:^0k, miimm) <d^^^^ux 



10 



15 



20 



25 



PCT/JPOO/05685 
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•rsu;y> \'(^mitj:M±\z^-oxmm^ti^'PmmB, M^>^(DmB. 

m^mm. i^mmmm) , m^m<D^&3^^zj^y^rcit^^mtj:a]tLx^ 
mx$>^o 

^^m<DSBnm\zM'r?>7>i$^:i=.x hit. :$i^m<DmmmizM-r^ u 
^>\^i)^mr^±mmmmmr^zt^ixt^(Dx% wj:fs>\^m^t:m 

^>(^^^^<kzsy^rz{t^mmtLxmz^mx$>^, 

mm^it. t^)\^^>mmmm, ^%m<Dm&mmizM-r^u^>\^<Dmmy3: 
m^iz^oxmm^n^^mmm. ^;i^^>i^(D^a, ^/m./n/mmi^ 
a m^\mmmm'^^m\fi.a) . ^&^^m. mmmmm. n^^^^ 



BNSOOaO: ^__01 ie309AlJ.> 



10 



wo oi/ialw 

xj ui/ioj^ PCT/JP00/0S685 

57 

m^mm mXit. yyh. ^V^. \^yi;^ ^.^^ ^-3^ ^ 

^ViT«, -BlZ-DtmO. 1-^1 OOmg, 0^L<imi. 0-5 Omg, 
Xit. -BlZ^mo. 01~30mgSS, »^b<imo. l~20mg 

mm. JzKipf^LKimo. i^-i omgmm^Mmmz^o^^r^o))!)^ 

mt. ^^m^^wm<tmBmmt^^^mzsiits^^. mtfimzm^L 
(ii) ^^^tm±\zyFm<tLrz^^BM(Dtrii^^^mmit^nrz:$:mm 

mr. m:^(Dmi)i:^^m(Dm&m^(Dcm\zs.}!tst^mi^r$>^zti}^ 



15 



20 
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^mo)mmmzMt^^y^n-i-jmi^ (ot, :^^m<D^y^n- 

'F't^^om^^Xh^K. ^fz. mm^<DF(ah'), , Fab*, fe^Vi 



wo 01/1631^ PCT/JPOO/05685 

59 

itmommzmi-oxt. ^rz, mmiznu^xh^^^^bmrB^^ti^LTnt^ 
^' 

mtfimzm\^^i^n^mmt'^->'rbhimmv$>^!^^mtu<. mMm&^\^± 
:^%mwy h*< y^mz^^:^%^M(Dm.Bmm(Dm\mk\zi6\\x\t. i-a 

2'AKmzm^^ibn^mw\t. mpi\t. 2:kKj!tsxm^^i^ti^tjiWtK i^mn 

^. ^^mxit. ^^m^^o^mmtmmmmt^mmzMLxm^mzKjt^:^ 
^rz(D-^. ^Kit^ommmstiF) tmi^t^^Lrzmmtnm (b) t^^m 

ars. ^Kft^mzit. tfi^tLx-^m^mi$^^m^\ b/f^j-h^jj^ux^ 
u>^i)n-)i^ mmmmznr^m2mi^f£ii^m\^^^miism. ^^zs. ^ 
iini^tbxmmitmi^^m\'^;b^\ $>^mt. mitfimtwm^<Dh(D^m 
2mi$t i^xmmitmw^m^^mmitmtam^^^ti^. 

^mznLx^^m-^itrzmmntmm^^^t^i!)\ $>^\,^t, s^^^f 
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m.. 0Sfq6 2¥^fT) , r/y.yX->r>-X>v^/i?- (Methods in 
ENZYMOLOGY) J Vol. TOdrnmunochemical Techniques (Part A)). Vol. 
73(linmunocheiDical Techniques (Part B)) , mm Vol. 74 (Immunochemical 
Techniques (Part 0), » Vol. 84 (Immunochemical Techniques (Part 
DrSelected Immunoassays)). j^IS Vol. 92 (Immunochemical Techniques (Part 
E:Monoclonal Antibodies and General Immunoassay Methods)), Vol. 
1 2 1 (Immunochemi cal Techn i ques (Par t I :Hybr i doma Techno 1 ogy and Monoc 1 ona 1 
Antibodies)) (£^±, 7fJ^^yi7':rV7.^%mt^mWd . 

^mmBnt.fz\t^(Di§,^^mt^:Lt\z^':>x. ^immomm^r^zt 
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^yh, -^OX. ry^:^, tyi^. ^.□^ 

^^m<DDNAmmmm\zm-^^^iz$>rz^xit. KDNA^»,Miig 
^m^. ^titm^A^m\^^mm^^<D^mM(DDNA^W}!^mmx'mm^'ti: 

^i^mm(D±x\zw^t^^oizm^-^n^^ DNA^^^0f^ai»#»©K^ 
^^mmRmmm(D±T\z^mm(Dm^nm^^r^ z t tiM^r^. 
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5 T#<5o 

10 T#^o «^J^(i, *^BJ©DNA^^-7-^7>(D^^4'CDDNAt>L<«RNA 

sM^sr^j-iff-rs d i: iCck 0 , :^^m(DmBmm\z^i^^x^m-r^ z ti}^xt 
:in^^mmLx. m^\t. B-^mmmm^mcD^ou-'mizmmmm^mu 

20 I UP AC - I UB Commision on Biochemical Nomenclature ^Z^^^^$) 

rz7^ymizmLjft^^^wi)mr)M^m^it. mzm^Lts.nnitLi^^^ 



DNA 




cDNA 




A 


: 7x-> 


T 


: ^5 > 


G 


: ^7-> 



BNSDCKID: <WO_0116309A1_L> 



wooi/idil 



PCT/JP00/0S685 



C 

RNA 
mRNA 
dATP 
5 dTTP 
dGTP 
d CTP 
G 1 y^tzitG 
A 1 a ^tzitA 

L e utfcfiL 
I 1 e ^fzit I 
S e r^fzitS 
Th T^fzitT 
15 Cys ^fzitC 
Mei^tzitU 
G 1 u^fzitE 
As ptfzitD 
L y s ^fzitK 

H i s ^fzitH 
Phe^fziiF 
TyrtTzitY 

T r p ^^«w 
25 Pro^;tttp 

As n^;tfJN 

G 1 n ^tzitQ 

pG 1 u 
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: 

: 'J mm 

: v5^^ >?>H ij >^ 

: A*iJ> 
: D'1'v> 

: ^5^:f-> 
: •Jv> 



5 



10 



15 



20 
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Xa a 
To s 
Bz I 
CljBzl 
B om 
Z 

C 1 -Z 
B r -Z 
Bo c 
DNP 
Tr t 
B um 
Fmo c 
HOB t 
HOOB t 



HONB 

DCC 

ATP 

EDTA 

SDS 
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1 -h Kn4^i^^>XKU7y-;u 

3. h*o-3-t KD:^ix-4-;f+y- 

1,2. S-^>Vh^)7i;y 

CE^J#^: 2) 
^:3-KT^DNA®^SiB^j$^t- (ZAQC) , 
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^n-Vt^DNAO^MR^l^^r (ZAQT) « 
CSS^iS^ : 4 3 

5 CE^J#^:5) 

^Ke©|IM^J2Tfflt.ie,n;t ZAQprobe (^IgSSfi^JSr^T, 

15 (.mmmn: 10) 

^j£&<^*Sg^J 2 Tffl enfcy ^-f T-ZAQC Spe©:^*EJiJ^^-r. 
CE^J#^ : 1 n 

^ai©^M««l3 (3-8) T'*f|g!$nfcZAQSmk^y5^K0N5K«O7^y 
20 CiS^J##: 12] 

Wi^o^mm 4 Tfflti enfcy^-r -7- zfi cD:^gss3?ij^^-r. 

25 M©IIM««J 4 -IrfflVi b nfc y 7 -TT- ZF3<^):^SE^J^^-r. 
CS2JIJ#^: 1 5] 

'^moymmm 4xm^ ntz t h szaq u :^ > k ^ □ - Kf sdnao 
3 • ^^sse^j^^-r. 
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CSejiJ#^: 16) 

mmmn: 1 73 

mm<Dmmm 4 t^^. en^y ^< t- zaql-xri <Dmmm^.T. 

5 [ge^J## : 1 8 ) 

-mmmm 4 Tiif>n7^cDNA8fr>t-©:s«iEjii^^ro 

CBB^J## : 2 03 
CE^J#^ : 2 1 3 
CEJ!I#-^: 2.23 
15 CSB^J#^: 2 33 
CE^J#-^ : 2 43 

mm^ 2 s x-mt^^n^ t hsz aq u ^> Kw^^y^^ K^n<- k 

20 Cg2^J#^ : 2 5 3 . 

f § DNA ?:^^r DNA©ilSE^J . 
CiejlJ#^;2 63 

gB^J#^ : 2 0 -eHb^tlS t KMZ AQ U Kfig^^y^^ K K 

25 t^dmommm^^t, 

(i2^J#^ : 2 73 

ge»^ : 2 1 T^b^ns t KMZ AQU;?f> KfiK^^^^ 
^DNACD^SIB^J^^t-. 
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CEJIJ## : 2 8 ) 

i2^J#^ : 2 2 T'g^D$tl§ k hSZ AQ U > KsiF^^^-^y^ K^n- k 
1-SDNA(^i|SSeJiJ$^To 
CBaJiJ#^: 2 9) 

5 SB^J#^: 23TSt)$n§thMZAQ'J;^f>KB5^^-^:ff^h-;^Ii_K 
CiSJiJ#^ : 3 03 

^JBro^ii^aj 5 ( 5 - 1 ) rmi^tbtitzDMrn^^o^mmn^^ro 
imjtm^ : 3 1 ) 

10 mm<Dmmm6 (6-2) -ei}-^$n;t, t h^zAQu^>H^y5^K© 

'^m(Dmmmir'i^<^nrzmmmmi^x.'>j,Vh7 (Escherichia 
coli)DH5Qt/pCR2. 1-ZAQC«, TOl 1 ¥8 ^ 2 3 B;&^^, 

B^^mo < ffm^ 1-1-3 mmm^%j:mmj^±^j:^xmmmn 

15 m (NI BH) {C^fe#^FERM B P - 6 8 5 5 ch LT, « 1 1 ^ 8 ^ 

mm^m ( i f o) (c^f6#^ i f o i e 3 o 1 1 LT^t^^nxv^^, 

^ai©*»JlT^§^>nfcJ^K^^^x>.xUt:T nu (Escherichia 
coli) DH5a/pCR2. 1-ZAQTtt, 1 1 ^8 ^ 2 3 BtJ^^®^ 

P- 6 8 5 6 tLT. ¥fiKl 1 ^8 ^ 4 H*^6IJa&A -^g^ef^m ( I FO) 
JC^ieMlFO 1 6 3 0 2(i:LT^f£$nTli-5. 

^^©*m^4T#e,nfc?^K^M^XvxU t7 DU (Escherichia 
coli) TOPlO/pHMITAti, ¥j5gl 2^7^ 1 3 B;6^e.S^«#imS^^4^ 
25 I^I^MWf?^ (NIBH) {c^i^#^FERM B P - 7 2 1 9 i LT, 

'^^i2^5^2 6QA^<^MmmA'^mm^m (ifo) t^igs^iFo 

1 6 44 0<J:LT^|£$nW-5. 
'^^<Dmmm4Vmi^tirzmnmmi^Ji'>x.^J\i7 nU (Escherichia 
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coli) TOPlO/pHMITGfi. 2^7 hi q Hv..i«s*r*^ ^ 

I^xmSfSiF^PTf (NIBH) IC^ie##FERM BP- 7 2 2 0tLT 
^^12^^5^26B*.^ra^A.|ggiJ5^,7f ( I FO) i po^ 

.^o (Molecular cloning) {clBm$^Tl^^;^te«ofc. 

^hhf^TS^cDNA (CLONTECH^fc) ^mmtL, 2m<D^^^^ 

G \ ATG 
G -3 ;m^m^: 4) (5'- ACT AGT TTA TTT TAG TCT 

CATGCA GTCCACCTCTTC -3' . : S) ....p c 

T^fflL. Adva„tage2 Polymerase Mi. (CLONTECHft) i/50« 

B4r.20|.,72r.I00^^^..;^^3^,94r.20|..e8t: 

J^iAS-p — 'i'+yh (inviirogena) ©58:5 
l-<i!^.y:.X5H'Si;*-pCR2.I (InvHrogena) -s*7i.D-=>yLA 

(E^J#^; 2) RZfZAQT (E^JM • Q^ ^^a^ 

VHC^'J^^. 3) C©cDNAJ:0^ 
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mW^±mm (Escherichia coli) DH5a/pCR2. l-ZAQC;5:^DCfcgE^J#^ • 
Lit, 

5 

2 Taqman PCR (Ci^ ZAQ (D^m^^mVf 

. ^ ^^~°^«.Priiner Express ver. 1.0 (PE 

TCATGrTGCTCCACTGGAAGG - 3' ( IH # ^ : 6 ) ) ^ ^ _ 4 ( 5. 
10 CCAATTGTCTTGAGGTCCAGG-3- ( @5 ^ » . , j ^ ^ ^^^^^^^^ ^ ^. _ 

TTCTTACAATGGCGGTAAGTCCAGTGCAG-3' (i2^J#^:8) ) ^MnLfz, ^D-:/ 
OU^-^_^^^j^^^ FAM ( 6-carboxy fluorescein ) $#inL;t. 

;^^.>^-K DNA iLT, pAK-ZAQC ^mm\Z. y^<T-ZAQC sil (5'- 
GTCGACATGGAGACCACCArGGGGTTCATGG-3' (iB^J#^: 9) ) ZAQC Spe( 5' - 

5 ACTAGriTATTTTAGTCTGATGCAGTCCACCTCTTC - 3' (gH^jg^: 1 o) ' 

teL)- PCR CHROMA SPIN200 (CLONTECH Laboratories I„c ( CA 

USA ) ) ^m^T^U iO 0-10 , , 

^(^cDNAy-;^iLT, Human Muln-ple Tissue cDNA Panel I ^^otPanel II 
( CLONTECH Laboratories. Inc. ) ^ ^ffltfc. ^o-y 
' ^^fC, Taqman Universal PCR Master Mix ( PE i^XxA;^ v>a>) 
mnmmm^m^Mm^. ABI prism 7700 sequence Detection Syste. ( PE 
A<;rvX7^AXv>/1» TPCRSiS^^J:^:^;^^^;-;^^^,^ 
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tissue 



ZAQ(copies/nl) 



Brain 

Heart 

Kidney 

Liver 

Lung 

Pancreas 

Placenta 

Slceietal Vuscle 

Colon 

Ovary 

Leulcocyte 

Prostate 

Snail Intestine 

Spleen 

Testis 

ThyDus 



6. I 
2. 9 
2.8 
2.6 

7. 0 

2. 1 

3. 2 
2. 6 
1.8 
3.4 
0.0 

0. 7 
2.2 
2. 1 
28. 0 

1. 1 



10 



15 



13 ZAQ^Si4{fr-5^y5^Komil 

(3—1) ^%miiim<Dmm 

liter$:Kji^>i:.a (CR26H. RIOA^D-^-: BiLW^^m ^ffll^T, 10.000 

i^^fc, ±mizmmmm mztsi^^o\zmm^ia^. 4t:icT30i5^FBi«i$L. :k 
i^^<D7±h>t:M^mzTzmmmLrz, :ki.^T^mmmm (mm. rioa 

mn-^- : B^LW^^^) <^fflViT10.000.rpni, IS^F^m^^, fie,nfe± 

^-\zm. 7-trh>»sL, mmmzmonn^-cmmLfz. ^^^ntzm 

675 iDir<i:(C338 Si\<Di?JL^Jlji-y^j],tM^b. ^^U-h^iZXM 

KrgfpL. zmm^. yi^^^mz, n^htirzykmz-Di.^Tmcm^^^ 
\zimmt)mL. mmuT^mmz. ^i^tirzyKm. □-^j^'j-xatj^i.-jj. 
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(3-2) '^nmiiim(Dcimmn-7h^yy^-\z^:^mm 

:ti>iS'x>';Pa^@^L;t->'J;^7y;i.^5fe«ELfc;^7ASep-PakC18 (Waters 

-1) rmmLtzmtam (^§i2iiter^) ^mrnvtzo m^x. ^(DtiyA^z. 
5 100 mioi M mmmvyjvm^vtzo ^tc, c:©;^^a{c2oo mioeox 7 
-feh-hU;u/o. is; hU7;i.^Di^i?^gitL, se<j<i:-r-2>fi^y5^K^^^$^ 

(12EL: VirTlsIt) {CT^i^^^iL;^. 
10 (3-3) ^^miii^&07.)\^:!i^Z^n\:^)V^:t>^m^n^hif'7y^—iZ^:S> 

^UyotfU>i!®;^j^A{C100 iiiMii^cJJTJ!gjS$-B-;tSP Sephadex C-25 
(Amersham Pharmacia Biotech a) iaUzU^J:z>Jf5mL. ^@7k 

s;:f2 M 4^^7>t-'i7A(pH 4. o)x^f^Lrzm. im (2u ^myy^-^y 

15 A:7-feh-hU;U:7K=i:25:74) T¥^{t:L;^c. ±|B (3-2) Tf#f.n/c 
W^^m!^^im20 BUzmmV. SP sephadex C-25 2 mUCD- K L;t. m 
10 mlTSfe^^. Il^fiE (2 M ^i?7>^- : 7-k K " h U 7K=1 :2. 5:6. 5) , 
III^ (2M+^®?7>t-':;A:7irH-hU;i/:7K=l:I:2) . im (2 H ^ 
m7>^:z^A : 7i: H - h U;i/ : 7K=1 :0. 5:0. 5) §10 rairm'AmtHbrz. 

20 ni^ntzim^^^im^. ^n^nmm^m (m-, viriistt) izxm^^ 
mbtz, 

25 mge\ods-msmnmmm^^n^h^yy^-m^yA (Mv-m^^. 

4. 6 miD X 25 cm) 40t:{CT. c^jil ml/minT (0. IX hUyJUtnm 
il/^^TK) ^«81. 7VB^ (0. IX h ij 7;i.:4-Dg^iL^60X 7-fe h - h U )l) ^ 

mi.3%=s:mb. ^mitvfzo ±m o-s) xnibntzim^^imm^^ 
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*150 «1 OO. 2* Bovine Seru.Alb»»lo (BSA) mSH^tm^vmZnmLk. 

zof,mmi<m^ (3-5) <-KL*tt«ca<;f>»«±sffitt«s«« 

ommU ^5;^S(.-pCR2.I-ZAI)C*»;i. cn*MBSISall*J;D:Spe 

sal .^i^XSpelTfflaL/tpAKKO-I.HHt. K<>*- Kjj^^ 
Express 8i. ( CLONTECH laboralorles, Inc. ( CA. (ISA ) ) Sfli^xa 

«su *^5«ra,oBtx^^^□«_^_^,^s,,^,^^^^_ ^^^^^^ 

;®:^9X5 KpAK-ZAQCSCHO/dhfr-aiJS (A.erlcan Type Culture 
Collection) CCellPhecl Iransfection kl, (A.ersl,a„ Pharmcia Blo.echtt) 
*«V>T»««Ar5:t.cJ:0«,SLfe. *T. ^B*,20 „IKS«^^y 
:^;^Shm4 «gCML,TBufrerA (CellPhect TransfectionKltCSW) 120 
Ulimt. mWL, .0«P=1Sga. BnrierB (CellPleCTransfectionKlt 
mm 240 WISMJDL, «U<S»tgBI,AS#*f5DNA-.J>SA;p 

St, 10l®r>->»JB4« (BIO millAKER it) i^tf »a«'s F-12«« (B* 
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^'Tayt;, 5%^k^-x*ti Brnmbtz^. mDNA-U> 

tit:. 37t:, 5%^^;^/x4'JCT6P#ra1^#Lm M^^Srj:^. Ham's F- 

i2mr2 \Bimmm^ l , ^ ^ - U0mmm± 1 5 % .j n □ -;i.$^tf^ 

5 ®J^(140 m NaCl. 25 hlM HEPES. 1. 4 m Na,HPO, pH7. 1) 1. 2„l^mi!Qb2^ 
lOXC'i/vil&ieM^^tr Hain'sF-12^i|6ct3^37t:. ^xm^X'PX'-m^m 
®-ro6-well platetCtl^iX^. S*f^*10«^ vMlfilt* (JRH BIOSCIENCES 

10 a) , 1 niM mmmmy ^ymmm (:kB:^mmw^^m , 100 unus/ini 

Penicillin, 100 ugM Streptomycin ^^tr Dulbecco's modified Eagle 
medium (DMEM) m ( B TfcSf^^^^^t) ^'ICTSTt:, 5%^^;5/;;^c,.{cT^a| 
^mUTt. y^;^^ K®^A^nfc?gKfe^CH0«{i^^ii^4.Tr4-:t-^ 

zAQ^scflomB-i#^ o->axmAQc-Bmmtm^t^) ^m^iiLrz. 

^tz. MMtLXEU U>}^iz^J>AU±f^~) ^SCH0«2 4#^o 
-> a:^META24mt«-r^, Joumal of Pharmacology and Experimental 
Therapeutics. 279#, 675-685M, 1996m^) 

±12 (3-4) T^le>t^fc7.>■fe<ffl1t>y;^^I:5^.T, ZAQC-BimSDT 

ETA24«{c;fettS«I^Ca<:t>iiS±#S#(^SJ^§FLIPR (Molecular 
De.vicesa)&ffl{..TfTo;^c. ZAQC-BIM. ETA24«^{ciO%3Wg^^.> 

MjlilfKe^^d FBSiT^)^JnA^cDMEMT^f^^#LTI.^^fc©$ffi(..;t, 
ZAQC-B1«. ETA24«^^n^-ni5xi0^cells/mli7U5a:3f3^^(10%'d 
FBS-DMEM)fcML, FLIPRffl967^:yi.- KBIack plate clear bot torn. Coster 
^iZ^&Bt:m^X^^:cMz200 If Offl^ii^^a OxiO^cells/200/. 1/ 
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ISyu- ha:t-5), H/HBSS (-.:,;^^/N>^X2 (B7KS!m^-tt) 9. 8g, 
^^7K^:^hU^A 0.35g. HEPES 4. 77 g . T^^Mit^ h ^) 0 1.mW.X pH7. 4 
{C^t)1tfc^, 2O111K 250 mM Probenecid 200 //I ^ 

5 ->!&ififl»(FBS) 200 ^l^^g^L;to ^tz. Fluo 3-AM (l^fZ^t^W^H^) 2 
AV7;K50 Mg)^v^^;p;^;p7^+^<H 40 20X Pluronic acid 
(Molecular Probestt) 40 MC^^L. c:n^±fBH/HBSS-Probenecid-FBS 

100 uir-D^^L.^X C0,^>4^:x^-^-4.(CT37t:Tll^r«K>=t:^^- 

•3V^T, #77^X3>{3, 2. 5 inM Probenecid, 0. 2% BSA^^tfH/HBSS 150 
^l*iD^T#f?L, FLIPRffl967tyi.-K(v_Bo,to.y^-K Coster|fc)-# 

H/HBSS{C2. 5 mM Probeneci d^Jp^fc^^A'-;/ 7 ^--^.y ^_ ^ r>;^ 
-(Molecular Devices^h) ^^^.x^y^- h^40^j^L, ^W^m u\ 
(Omny 7 I.- K ^FLIPRfc-fe 

•>NL7.;,t<^fT^>^c(FLIPR{CJ:0, ■tf>y;i.y^- hd^^50 ^W^>f 

^©^m, ±ie (3-3) TO$±tB (3-4) i^;|SlSm#:/7DTK^^ 

(3-6) TSKgel Super-PhenyliSftffiit;ii^#:/7 dt h 
(!) 

TSKgel ^^mx-?\,mmmMmmWi?u-TV^yy^^milyJ^ (^V-tt^ 
0.46 cm X 10 cm) 40t:fCT. gg^l iDl/niinTAJg^ (0. IX 
^□P^/^g*) ^fiSl. 7VB^ (0. \% h y 7;i.:^-Oi^^60X 7-tr h " h -J 

;w mmz.z%^m\.w^itLft. ±ib 0-4) T^l^,tl/c7^^v3>No 53 
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5 ^aiJ^^:, 500 wl-r07^^v3>No.^:5ttTML7t. M7^>^->3 
>^D#25 BSA150 M 1 ii^^L^M^^^ (12EL ; VirTistt) 

m^^^i^1t;^c, C(D^jifelC,2.5inMProbenecid. 0.2% BSA$^tfH/HBSS 
150 ii\ ^UDATJgj^L. ilO^W /il^ffll^TilB (3-5) (DUmmz 

T7^i>X3>No. 103-1 05 {C^ai$nTLi<5C:i;&?JiUjBJLfeo 

(3-7) wRPC C2/C18 ST 4. m^^Wmmm^ Y ^~:> ^ -^^i^:^^ 
IS S! 

X^RPC C2/C18 ST 4.6/100il5*ii^iS|g^^/7OT h^^77^-ffl;t7^A 
(AmershaiPhariDaciaBiotecha:, 0. 46 cmx 10 cni) 40'C(IT, g^igl ml/n,in 
TA^ (Ay^7;i.;f ogg^^®^) ^«95X/B^K (0. U^yi5'7;P;tPSS^ 
/lOOX 7irh-h'JJP) ^fi5ii;^DgL¥«fkL75:. 
20 ±12 (3-6) T#^ti;tTSKgel Super-Phenylj^tgi^«#:/7 PT h//^7 
^-^^^775^V3>05-^77^>'3>No. 103-105^-e©t^MRPC C2/C18 
ST4.6/I00i^4g;^77A(C^*Lmogii Iml/minT l^^r^lT A?e!(0.I!i;A 

y^7;i.^DK®^^g^)^495%/B^g(o. IX ^■:t'^^)\,icu^w\m 7 

■k h- h U;i') ^*5!i;;5^e. A?K^*65%/B^^fi35!i;STil^{C±#$it, c 
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io«,o „i^o£o.2ss BSA,5o ^itm^Lmmmmmi: ymnm 

2, 5 -.Probenecid, 0.2% ISM^tsmssS 

0. zA(ic-B,«sac«T*^ty^-gtt<t^«^H^^^^_ ^^^^ 

(3-8) »H*ft&ZAQStt<t-;y5if:®«ji«ff 

±15 (3 - 7) 7»SnfcZA0Stt«»fc^l>THTO*ST«iSi»iE^* 

TiiSijs u . » 6ixftitm^mimso (j^-^ ?;t.*;i- 7 * + ^ k) i- ®« L^ 

B.osys.em Precise «lcLC)Sffl.>tN*ai*e®7Sy«E?iJ«ff,c«Lfc 

SmS^^^i*.^*^. (A„ va, „e Ihr C,y A,a Xaa c.u Arg Asp Va, G,„ 
Xaa Arg Ala CI, (mmn : 1 1 ; Xaatt*iggS») ) . 

'■^ -'^ • — AS*t"c0NAi'D->SJ5(^LA 
ESI (140467) 0 ^- 2F, ffl^g^ , , . ^^^^ ^. • 



15 
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w',. Hj's:rwmL. t hWMMarathon-ReadycDiVA (CLONTECH 

ZFI: 5'-GGTGCCACGCGAGTCTCAATCATGCTCC-3' (@g^J#^ 12) 
5" -GGGGCCTGTGAGCGGGATGTCCAGTGTG-3' (E^J#^ : 1 3) 
5'-CTTCTTCAGGAAACGCAAGCACCACACC-3' (mm^ : 1 4) 
3'RACE®PCRS^^«50 x Advantage 2 Polymerase Mix (CLONTECHa)^! 
K ^^«10x Advantage 2 PGR buffer (400 ^Tricine-KOft ISOaMKOAc 35 
^Mg(OAc),. 37.5^g/., BSA. 0. 05S;Tween-20. 0. 05. Nonidet-P40)^5 , 
dNTP mixture (2. 5 mM each. ^M)^4 ,0 ^.M^^^v-ZFl^ 1 ul 
' uUZf^^^-m (^^^V-APHiCLGNTECHttOMarathon-ReadycDNAKit' 
«C^#cDfcc^)^, /^K^McDNA(CLONTECHif:, hh^mMarathon-ReadycDNA) 

m^m, 94t:.3O#-72t:.45^«^<^;^^^^50, 94^ .30#-70t: -4^0^ 
<^;i^S^&Sr5lHl, 94•C.3O#-68«C.44^CO1f<^;^M^£;^250ffo^ 

X Advantage 2 PoIvMerase Mix (CLONTECHtt) $1 ^1. §i#O10 x Advantage 2 
PCR buffer (400 .M Trie ine-KOIi 150 .M KOAc. 35 «^ Mg(OAc), 37. 5^g/.l 
BSA. 0.05meen-20. 0. 05. Nonidet-P40) ^5 ^i, dNTP.ixture (2. 5 mM each 
SSii)^4 10 /.My^^v-ZF2* 1 ,0 ^M:/^<-^-aP2 (7"^ 
<T-AP2fiCLONTECHil:OMarathon-ReadycDNAKit(C^f^c^t,cD) ^1 ^ 
MDNA (SPCR^;^^50^m«) ^5 S^-^g*^33 ul^f^^Lxm 
tfc. M^S^#{S94t:-60#CD^0«m 94t:-30#-72t:.45i'CD1^-<^;i.s,£: 
^50, 94r.3O#-7O1C-4^W^^;usi&^50, 94^.30^-68^ .44^^1^< 
iJ7Ji.E/£:$25lElfTo)b. 

^e>»Cigt,.T, KPCRS;&(DS«^^^iit,-^2lHlgOnested PCR^^JgL 
rz, Rmit50 X Advantage 2 Polymerase Mix (CLONTECHtt)^l /.I. 
10xAdvantage2PCR buffer (400mMTricine-K0Il ISOo^KOAc. 35.MMg(OAc), 
37.5;.g/ml BS^ 0. 05nween-20. 0. 05« Nonidet-P40)^5 uU dNTP mixture 



wo 01/163W »r-r.™A««,^oi, 
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(2. 5 mM each. S?Sig)^4 /z L 10 uUfy^T-lF^:^ i iq ^m^^^ 
V-AP2 C^^^ ■7-AP2(iCL0NTECH^t©Marathon-Ready cDNAKi tJl^#(3Dt>CD 

7K«:33 ^l^rg^LTf^lSL^t, S^&^f^{i94t: -GO^cD^OMm 94'C-30 

94t: -so^-est: •44^©if^ ^;i'Si£;^25inifTo fc, n^ntzdmrni^^TOfo u 

Cloning Kit (Invitrogentt)<&ffltiT^#®v-zi.7;HC|Bm$nfc;&fe{Ct¥ 
oTi^P-->i^Lfc. i^n-->i/$n)$:DNA©^SEJiJ^ABI377DNA 
sequencer$:fflliT^ggL, 3'S^E^'J (@e^J#^ : 15) $#fc. 

T-ZAQL-CF (SS^J#^ : 1 6)&mAQL-XRl (ie^J#^ : 1 7)^i^^Lfz. k 
hUmMarathon-Ready cDNA (CLONTECH^t) Sr^^i Lxy^<T-ZAQL-CF t 
ZAQL-XRl Sffl liTPCR^HM Lfc. 

ZAQL-CF: 5'-CCACCATGAGAGGTGCCACG-3' (ie^J#^:l6) 
15 ■ ZAQL-XRl: 5' -CTCGAGCTCAGGAAAAGGATGGTG-3' (E^J#^ : 1 7) 

PCRS;t:?^fSPfuTurboDNApolyinerase(Stratagene|fc)^I wK^#oiOxPCR 
buffer^rS /zl, 2. 5 mM diVTP inixture^4 uU 10 wMy^^-f v-ZAQL-CFStX 
ZAQL-XRl S:§2. 5 /z 1 , ^^DNA^Siiz K RtX^g7K<&30 Ml^^-irLTf^ML 

rz. Rm^mmx:'ij^(Dwm^itm. 95'c-i^-6ot:-i5i-72t:-i5i-©-t^-^^ 
20 >'^s^£^^40[sI.^3im2t:•lo5^•®ftm*g^^5<i:L;to^#^n;tDNAiffM-^TOPo 

TA Cloning Kit (Invi trogentfc) ^ffil.iT^#©T-i7A{C|5f^$n^c;^j£{I 
SeoT^o-->/fL;^Co ^D-->>^$n;tDNA8ffn-©igSgBJiJ^ABI377DNA 
smenceT^m^xm^Lfzmm. 371bpO, -e-n^^aSe5»J#^ : 1 8^^OT 

^J#^: 1 Qr^tD^n^mmmi^^Lxi^^ztmMibi^^ttiorzo mm 
25 1 sx-mtD^^n^^mm^^^t^mm^^^t^zryx^ k^phmita 
iH^j#^: 1 9xmiD^n^mmmM^^r^wm>^^^r^:fyx^ k 

^pHMITGi^^L;^. 
7^7X$KpHMITA&DCpHMITG{CJ;0;^ilM (Escherichia col i) ^hy>X 
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7:t-A$ii-. ^n-?tlXvxUt7 nU (Escherichia col i) TOPlO/pHMITA 
^cttoxxUtT n'J (Escherichia col i) TOPlO/pHMITGih^^L^, 

mi^it. i2^J#-^: 2 2T^t>$nst hSZAQU:;!/>KM#:^y^K(A 

10575 y^SS)^Ii-K-r?.DNA (E^J#-^ : 2 8) 
E^J#^: 1 9T"S^3$tli)DNAirM-«, ig^J## : 2 3 T^fc>$n-5 1 hMZ 
AQ U;9> KhiI^#-^:/5^ H (GiS'< 10575 yi^^S) ^n- K-r-SDNA (gg 
2 9) ^^Ajr\,^:bZti!)m<bi!)^tt3i'Drz. 

^<-:f. ^^7^m3m^n-Y•t^mi^^n1i^^n.^mkiMm^^•. 2 6) 
^^f^JX^K>.WM%^^ 2<^xm^^n^mm&\^^r^mmMm%n 



(5 - 1 ) k hmim^jfs>mmi^^-f^ m%m<^mm^m^'!7^-(Dmm 
^mm4\z^\,^xmmbrzyy7.^ i^mnc^^ ^^ecoku xho mmmmmt 

cfc o T h h ^JZAQ U > H K ^ n - K cDNA^# tr382bpO 
DNA8if>t (gS^J#^; 3 0) ^WthLrCo 

rUt>t,. 'fyT.S. HpHMITG^rEcoRI^iDCXho Ixmmm^tV. #^>nfcDNA 

^1.5 %7:»n-x^l\.t:^i.^xm^^Wsb. -y-<;N'-i/u->^fe$n^$u 

382 bp(7)A'>K?:^try;pn-^$iJZ)™0 5io/io my;UM-ct 0 Gene Clean 
spin DNA mm^y h (BIO lOI^t) ^fflt^TDNA^it^lsIiRL^c, ^l^nfcDNA 
»fM-2:CMV-IEX>A>i^— :fej;tXchicken beta-actin promoter^&^^yaqE- 

^-tt^m^m^mmf^m^^^-pcmsis (mi d fc^LxEcoRi, xhoi 
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5 VfZo 

(5-2) mmm^o^m^^^^-oM'X 
cosimmmKcj:K>mxL. mmm (io% fbs^&ud^^c^)®) ^m\^^rm 

lO'cells/dishchTi^d^^lOcmv/i— 37t:, s% CO,^ >:^:L^-^- 
(pCANZAQLg2) 2tig (2jxl(DW^yy y-izmM) fCAy^T-EC (Effectene 
transfection reagent, QIAGEN) 2niil^m^. $^tCEnhancer 16wl^iO^, 
l#r.m?n^^i&T'3^FBmfiL;t. $e>fCEffectene Transfection Reagent 60 

15 ultimo. mmi^mmmi^rio^mtkmLrz. mBiz^i^^tzmmo^mm^ 

MEUmm lOmlTllHl^^L. DMEMig^^9 ml^Jn^)^. T'^;^^ H^^H 

DMEM^ifeimi ^mxTmw^mmizmTL. ^wttm^frzmiv. 5% co^-i >^ 
^'^-^-'^'^-^^mbrz. dmummio iDiT2iPigfe^L, mmm lomi^ 

20 mLTzo 

( 5 - 3 ) t hMZAQ U ;^/> KiF^^t^^y^^ K^^C0S7iaeJ!g^M±md^ ©ZAQ 
( 5-3 - 1 ) h hSZAQU;«/> Ks5^^-^y5^ K^^C0S7«^«±?f ftmffi 

25 (Dmm 

i^^m^mm^mmbrz> ^r. mm^m±m (*?ii8.5mi) izmmmm m 
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srxA'7}?u-^-(c;5Ht, 7-th>m^Lrz'^. mm^mm (i2el : 

VirTisS:) iZXm^mLfco 

( 5 - 3 - 2 ) t h ^ZAQ u ;y > H mm^-^y^ \'^mosmmmm±mo 

Sephadex G50yjl.5ii^ PT h ^ 7 -SOfSepPak;)!! ^ h 

±13 (5—3-1) X'^^ibnrzmm^mmmt:\mm2muzmmm. i mi^^ 

L7t Sephadex Gl 5 (itgScin. 35idK Pharmacia Biotech %i:)*^AIC 

Olj-T5i-5lL. ^t^^^^ (1 2EL ; VirTistt) X'mm^m^ii:rc, 
SepPak C18-5g;^7^A (10ml) ^1$^ y-Mzxmm^. 0.1% h^Jy)V^ 

U y)l:tamm/m^7i<i ZmUzmmL. SepPakC18-5g;^7A{C^*L^^. 0. IX 
h^Jy)l^nmm/m^7^ 24mlT'gfe^^, O. IX HU7;U:ropK/60X 

~ h MQmirmmLrz. n^nrzmtiim^ij—/i>h\zm-ftzo 

(5-3-3) Super Odsmnmmm^^ hi/yy ^ -iz^^bmm 
TSKgel Super 0DSj^^gi^3|?^^/7pv hy^7^-ffi;)!7^A (:^y-ttit# 
it, 0.46 cm X 10 cm) 40'CtCT, gtjil ml/minTASS (0. IX hU7;P:t 
□I^^/^StK) ^mb. WmitLfZo (5-3-2) T^#f,nfcSepPak C18- 
5g;^77A77^v3 >$-9— n>h{3*ijj-fc^> Super ODSiS^ffiMj^fti^DT 
hiy^7^-{C^*L. sSjI 1 ml/mi nT-eO^^fB^T- Af^ (0. IX hVyJUytnm 

m/m^m §fiioo%/B^ (o. ix h'j7;i/^oi^i[/6ox 

^*0X;{)^ e> A»«0 % / B M^jll OCX S ^ 7 vX > h T±# $ -li-, ^ 
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^mm^mm (1 2EL ; virTistt) ni^^^m^tz. z<D^mmzwmss 

1 2. 5niM Probenecid , 0.2% BSA^iJDAiTcfeOlSO/i ISrSn^T^^L, 

^srfflViTTiE (5-3-4) ©^j^fetcd: 0 . imc-BimmzMr^u±y 
(5 - 3-4) mn^mi^^rzmmmi^t>mm±^mit<Dmm 

±12 (5-3-3) T^#e>nAc1^>y;HI^ViT, IIM««J3 (3-5) Til 
^nfcZAQ:^^« (ZAQC-Bl) fC*^t^mrtCa'1':r>itg±#gi4oj|iJ^^ 
1.0 fim^mi^xn^fzo ^tz. ^Sg«i:LThOT7T175^i^m(hOT7T175-16;WO 
0 0/2 4 8 9 OICgB^)^fflVifc. 

zAQc-Bi^ia, bomn5-imm^izio%mvrmmmoz^jihi^Mm(um fbs 

t-r5)^ilOA;rcDMEMTmft^«LTVi^t)©*fflt.^fCo ZAQC-BlMflg. 
hOT7T175-16^ll&^^tl^*ni5X lO^cel Is/ml ,t 75: -Scfc ^ tCl^Jti (IO%dFBS- 
15 DMEM){C.ML, FLIPRffl96Ayi.-h (Black plate clear bottom, Costerit) 

{C:5^a§l<5:ffll.iT^r^x;i.{l200;^lTofil^(3.0X10*cells/200Ml/'i7x;P), 

5% co,^>^:x-<-^-tpx37x:x-m^mLrzm. m\.^tz(&.mim^u- 

htr^). H/^BSS (HANKS' 9. 8g, m^Ticm-^ h ^ A 0.35g. HEPES 4.77 

20 Probenecid 2lOuL ^^^^(FBS) 2\Qt,l^U^Lrz. ^tz. Fluo3-AM2 
A'<7;K50/ig)^vp^5^;U;^;|.7:t^1J-^K 42mK 20X Pluronic acid 42 
uUzmmb, c:nS:±iEH/HBSS-Probenecid-FBS IZUa^. MfaW:. Siitf'^ 

y h^m\f^xmmm^m^rzmf&:fu-h\z^'yj:)v ioo;zirc?:9-aL, 5% 

CO^-i >=¥:L^'-:$'-^xZ7Vxmm^ >^a.^- h Ltz (fe^n-x-f >if). 
25 ±tB (5-3-3) T^ie>n;t7yiI<ffl1t>y;^{CO^iT, #77^->3> 
fCH/HBSS{C2. 5mM Probenecid , 0.2% BSA^iD^^t)©150M l<£:JnAT^«?L, 
FLIPRffl96;tr^-h(V-Bottoni7'U-h, Costera)'vigfLfc(£(^. ■!J->7';P 
-^\^-Vtt^). mfkzfV-VO^mu-^^ y/f^j'^^ H/HBSS{C2. SiM 
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Probenecid^jja^AciJfe^A^y 7 7-Tyi/- K-^ :t ^7 v - (Molecular 
Devices^) €rffl{,iT«7V-h^4lHl^#L, ^^Wimu\(Dmm'iyy t 

<^fTo;t(FLiPR{cj:D. ■y->y;P7'u-h/&^e>o.o5iDi©ij->y;i.;&?myi/ 

-h^i^^ns), 7^^->3>No.48-68(3ZAQC-BI«#S6<JM!Sl^Ca< 

>No. 48-68{C^a}$nTti-5C:<i:d«^|£iJ5gL^. 

6 k hSZAQ U K OuilLKji^mTCDig^ ( 2 ) 

( 6 - 1 ) lt«±«(Di^S! 

K (pCANZAQLg2) ^r^AL^c. TutD-^. mmm^mi^^xmim 

flS*3.0xiO»cells/dishi:;JcSck-5l5cin'>^-I/{3^#. 37*C, 5« CO,-^ 

H (pCANZAQLg2) iug(4ul(DimyyT-\zmm) (CA'';/77-EC (Effectene 
transfection reagent. QIAGEN) 600//l€:iP^, $ e>fCEnhancer 32wl$inA, 
l|?>ra^?gf0^^igT'3^TOSLAc. ^^.{CEffectene Transfection Reagent 120 

DMEM^^ 10 mirm^^L. DMEMi§^<&30 ml^jju^fz, ^7X5 K?^^ 
(CDMEMJ^J&lml^iJDAT^gfPMSStcrgTL, ^#<&^if/5:^37t:. 5!i;C0,'r> 
+ii-C-^-tJJT-?fe^#L7^c. DMEMJgjttlO nilTllHl«5fe#t, DMEM^^ 20inl 

©iRL, $e>(CDMEM^^ 20inl$jDA, 37t:> 5%C0,-(>^3.^-^-^-^~^ 



(6-2) i§«±m75^e,©t hMZAQ'J;!/>K^y5"K0[)«g! 
(6-1) »Ci2«Lfc;^feT15cDiv^-U8 Otfi:^)'O^II±m^lHliRL, d 
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(CR26H, RRIOA SD-iJ^- : BiE^SS^it) ^ffit^TIO. 000 rpi. ZQ^mM'U' 

5 A^Cm.n h^JyjV^ummmmyKX'^mitLrcmmyA (WaterslfcClS, 
100 g) izMLfz, 0.1% h^J7JU:tnmWm^7i^ lOOOmK 'A\^^X'0.l% > U 7 
>'I^^OM/20« 7■fe^nhU;H000lnlT;^7^A^^fe#Lm 0. IX huyjv 

tamm/m h - ^ .j m ooomi -e-^y^ h ^mm l fee # ^nfejta^^ 

Ji/'^^.U-^-lZtWcm. ^^^m^ (1 2EL ; VirTistt) (CT^jg^^ 
10 btZo 

TSKgel ODS80TMjS5ffiiSii^#:^DThi>'77^-ffi;!7^A (^y_^^^:y.> 
21.5 mm X 30 cm) 40'CfCT. ggi$4 ml/minTA^ (0. I* hU7;U:fDg^ 

^/^StK) srgfEL, wmitLtz. '^'^ntzm^^mm^^Amizmmvrz'^. 

^ODSSOmtlyAlzmML, sittji 4ml/minT1205i-PB^(z A?^ (0. liK H U 

15 oi^^A^g7jc)§a6o%/BjS(o. n hvy Mammmx 7±h=Lh^)M 

e>50 til^mm^mm (l 2EL : VirTis^t) T^MI^ii^itfe. Z(D^ 
20 ^^i^(CH/HBSSlC2. 5niM Probenecid . 0.2% BSA»Afet)CD200xi l^JnAT^ 
^t, -(^?g^^ffll.T±ia (5-3-4) ©^S^SlCctD. ZAQC-Bl^ISfC 

^x3>No. 22\zmiii^nxi^^:it7!}m-:3rzo 
25 TSKgel CM-2SW<^>3^MigM#:/7Pvhi/^7^-ffl;^7^A(mV-ttie 
4.6 mm X 25 cm) 25 "CfCT, gftiil ml/minTA^ (10 m€m7> 

^=^^A/m 7±h=LhVM ^mL. wmitLtz. ±f&yyi7>'3>m.z2 

^^CM-2SW;^7AIC^lfL, 1 ml/minT*60:J)-rB^{C At^ (10 mM^^7> 
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^^"i^A/lOX 7ilh-h'j;i/) mmmxyBm (lOOO inM€^7>^-.^A 

e.1.5 /il^^O, Jin€:H/HBSS{C2.5iDM Probenecid , 0.2% BSA 200//l|&f? 
C:(D?tf^^ffi(.iT±iB (5-3-4) (D^^ttlCctO. ZAQC-B1«{CM 

TSKgel Super phenyliSSffiiHit^K^^DV h^^7^'-ffl;!j^A (^y-;^i^ 
4. 6 mm X 10 era) 40 t:{CT, oitjil il/minTA^^ (0. IX h'j7;i' 
:tD§^S?/?^g7K) ML, WmitLrco ±myy^i^3> No. 56*3cfcDt57:& 
I^Super phenyl;^ ^ A (C^^L, MM 1 ml/mi nT604i-^^{c A?^! (0. IX h ij 
7;i/:t-ng^i?/^@7K) ^«70%/b^ (o. ix h u 7;i.;f og^ij/eox 7ir h:i 
hU;U) ^»30X;&^f,A^^«50%/B?g^«50X^Tit^65^^vX>hT± 

1 iniro7^^->3>No. ^OttT^SL, :«'3l7 '>3 >;{)i 
^1.5 ^il^^D, C:n^H/HBSSl32. SmM Probenecid , 0.2% BSA 2Q0umm. 
L., zmmt:m^^T±$i (5-3-4) ©^S^fe{Ci:0, ZAQC-BiaHJ5glc^ 

r^i^-tzf^-mmmm^m^Lrz, g&<}iT-s.zAQc-Bi«{3^^ 

'>3>No. 54, 55*5j:af56tC^a$nTVi^Cia:;i>^fiJo?5:, 

ZAQgmi:^5>^S^fp^'(^^j^^^^^jgLTI^^L/#e,n^c^^^iit! 
^®^DMS0(vpt5^;H^-;l,7:t4^-> h'){I^^b7^Cc c:o^^(D-gl5(,^7. 5 
PiD0l)^:^Dx<>->-/7x>lJ— (A-:^^>x;PT-^t, PE Biosystcms 
Precise 491cLC)$ffllircN*)^75y^SB^J^W(C«L^c. ^CD^:^, N*^ 
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rtfz (Ala Val He Thr Gly Ala Xaa Glu Arg Asp (gejij#^ : 3 1 ; Xaa 

it^m^mm ) > n^nrz7B.yM^mit. ^s$n5t:hszAQ'j;t/>Kj« 

MM^^t: Finnigan LCQ LC/MSgg(Thernioquest, San Jose, CfO^m^T. 
10 -^tlfzo 

( 6 - 3 ) i^S h h SZAQ U > K ^^5^ K ©ZAQ^itfkf^ffl ©SlDt 

±12 (6-2) rmmLrz\ihmim:»>}'^mi^^-:f^\^mm-mm^ 
\zn-r^u±:/^-fsmmm^±m (5-3-4) (Du^mizxK}m^Lrzo 

15 ^(D^^. ZAQ^^CHOM (ZAQC-B1«) {C^teV^Tk hSZAQU:y> 

v:L-^:,i7mm(oif^m'^rz\t<m^'ir^m • t&^^pj^^Em^tLTffl^i'Sc: 
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a©DNA, 

8 . m^m 1 i5«©ge» t> L < itrnTi^m 2 i5«<Dgg^^y5^ K^fca^®:^ 
1 3. m^^i os^m(D7s^ v-=L>^:^m^fz\m^mi ium<Dx^t)- 
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x-rsDNA. 
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m 1 

10 .20 30 40 50 60 

ATGGAGACCACCATGGGGTTCATGGATGACAATGCCACCAACACTTCCACCAGCTTCCTT 
METTMGFMDDNATNTSTSFL 

70 80 90 100 110 120 

TCTGTGCTCAACCCTCATGGAGCCCATGCCACTTCCTTCCCATTCAACTTCAGCTACAGC 
SVLNPHGAHATSFPFMFSYS 

130 140 150 160 170 180 

GACTATGATATGCCTTTGGATGAAGATGAGGATGTGACCAATTCCAGGACGTTCTTTGCT 
DYDMPLD EDEDVTNSRTFFA 

190 200 210 220 230 240 

GCCAAGATTGTCATTGGGATGGCCCTGGTGGGCATCATGCTGGTCTGCGGCATTGGAAAC 
AKIVIGMALVGIMLVC G IGN 

250 260 270 280 290 300 

TTCATCTTTATCGCTGCCCTGGTCCGCTACAAGAAACTGCGCAACCTCACCAACCTGCTC 
^'PIAALVRYKKLRNLTNLL 

310 320 330 340 350 360 

ATCGCCAACCTGGCCATCTCTGACTTCCTGGTGGCCATTGTCTGCTGCCCCTTTGAGATG 
•ANLAISDFLVAIVCCPFEM 

370 380 390 400 410 420 

GACTACTATGTGGTGCGCCAGCTCTCCTGGGAGCACGGCCACGTCCTGTGCACCTCTGTC 
OYYVVRQLSWEHGHVLCTSV 
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2 

430 440 450 460 470 480 

AACTACCTGCGCACTGTCTCTCTCTATGTCTCCACCAATGCCCTGCTGGCCATCGCCATT 
NYLRTVSLYVSTNALLAIAI 

490 500 510 520 530 540 

GACAGGTATCTGGCTATTGTCCATCCGCTGAGACCACGGATGAAGTGCCAAACAGCCACT 
DRYLAIVHPLRPRMKCQTAT 

550 560 570 580 590 600 

GGCCTGATTGCCTTGGTGTGGACGGTGTCCATCCTGATCGCCATCCCTTCCGCCTACTTC 
G L I A L V W T V S I L I A I P S A Y F 

6'0 620 630 640 650 660 

ACCACCGAGACGGTCCTCGTCATTGTCAAGAGCCAGGAAAAGATCTTCTGCGGCCAGATC 
T T E T V L V I V K S Q E K I F C G Q I 

870 680 690 700 710 720 

TGGCCTGTGGACCAGCAGCTCTACTACAAGTCCTACTTCCTCTTTATCTTTGGCATAGAA 
» P V D Q Q L Y Y K S Y F L F I F G I E 

730 740 750 760 770 780 

TTCGTGGGCCCCGTGGTCACCATGACCCTGTGCTATGCCAGGATCTCCCGGGAGCTCTGG 
FVGPVVTMTLCYARISRELW 

790 800 810 820 830 840 

TTCAAGGCGGTCCCTGGATTCCAGACAGAGCAGATCCGCAAGAGGCTGCGCTGCCGCAGG 
FKAVPGFQTEQIRKRLRCRR 

850 860 870 880 890 900 

AAGACGGTCCTGGTGCTCATGTGCATCCTCACCGCCTACGTGCTATGCTGGGCGCCCTTC 
KTVLVLMCILTAYVLCSAPF 
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3 

910 920 930 940 950 960 

TACGGCTTCACCATCGTGCGCGACTTCTTCCCCACCGTGTTCGTGAAGGAGAAGCACTAC 
YGFTIVRDFFPTVFVKEKHY 

980 990 1000 1010 1020 

CTCACTGCCTTCTACATCGTCGAGTGCATCGCCATGAGCAACAGCATGATCAACACTCTG 
LTAFY IVECIAMSNSMINTL 

1030 1040 1050 1060 1070 1080 

TGCTTCGTGACCGTCAAGAACGACACCGTCAAGTACTTCAAAAAGATCATGTTGCTCCAC 
C F V T V K N D T V K Y F K K I M L L H 

1090 HOC 1110 1120 1130 1140 

TGGAAGGCTTCTTACAATGGCGGTAAGTCCAGTGCAGACCTGGACCTCAAGACAATTGGG ' 
"KASYNGGKSSADLDLKTIG " 

1150 1160 1170 1180 1190 

ATGCCTGCCACCGAAGAGGTGGACTGCATCAGACTAAAATAA 
"PATEEVDCIRLK* 
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m 4 

10 20 30 40 50 60 

ATGGAGACCACCATGGGGTTCATGGATGACAATGCCACCAACACTTCCACCAGCTTCCTT 
METTMGFMDDNATN TSTSFL 

70 80 90 100 no 120 

TCTGTGCTCAACCCTCATGGAGCCCATGCCACTTCCTTCCCATTCAACTTCAGCTACAGC 
SVLNP HGAHATSFPFNFSYS 

130 140 150 160 170 180 

GACTATGATATGCCTTTGGATGAAGATGAGGATGTGACCAATTCCAGGACGTTCTTTGCT 
DYDMPLDEDEDVTNSRTFFA 

190 200 210 220 230 240 

GCCAAGATTGTCATTGGGATGGCCCTGGTGGGCATCATGCTGGTCTGCGGCATTGGAAAC 
AKIVIGMALVGIMLVCG.IGN 

250 260 270 280 290 300 

TTCATCTTTATCGCTGCCCTGGTCCGCTACAAGAAACTGCGCAACCTCACCAACCTGCTC 
F'FI AALVRYKKLRNLTNLL 

310 320 330 340 350 360 

ATCGCCAACCTGGCCATCTCTGACTTCCTGGTGGCCATTGTCTGCTGCCCCTTTGAGATG 
lANLA ISDFLVAIVCCPFEM 

370 380 390 400 410 420 

GACTACTATGTGGTGCGCCAGCTCTCCTGGGAGCACGGCCACGTCCTGTGCACCTCTGTC 
DYYVV RQLSWEHGHVLCTSV 



BNSOOCIO: <WO_01 16309A1J.a 



wo 01/1631 



PCT/JP00/0568S 



5/11 

m 5 

430 440 450 460 470 480 

AACTACCTGCGCACTGTCTCTCTCTATGTCTCCACCAATGCCCTGCTGGCCATCGCCATT 
NYLRTVSLYVSTNALLAIAI 

490 500 510 520 530 540 

GACAGGTATCTGGCTATTGTCCATCCGCTGAGACCACGGATGAAGTGCCAAACAGCCACT 
DRYLA I VHPLRPRMKCQTAT 

550 560 570 580 590 600 

GGCCTGATTGCCTTGGTGTGGACGGTGTCCATCCTGATCGCCATCCCTTCCGCCTACTTC 
GLIALVWTVSILIAIPSAYF 

610 620 630 640 650 660 

ACCACCGAGACGGTCCTCGTCATTGTCAAGAGCCAGGAAAAGATCTTCTGCGGCCAGATC 
TTETVLVIVKSQEKIFC6QI 

670 680 690 700 710 720 

TGGCCTGTGGACCAGCAGCTCTACTACAAGTCCTACTTCCTCTTTATCTTTGGCATAGAA 
WPVDQQLYYKSYFLFIFGIE 

730 740 750 760 770 780 

TTCGTGGGCCCCGTGGTCACCATGACCCTGTGCTATGCCAGGATCTCCCGGGAGCTCTGG 
FVGPVVTMTLCYARISRELW 

790 800 810 820 830 840, 

TTCAAGGCGGTCCCTGGATTCCAGACAGAGCAGATCCGCAAGAGGCTGCGCTGCCGCAGG 
FKAVP GFQTEQ I RKRL.RCRR 

850 860 870 880 890 900 

AAGACGGTCCTGGTGCTCATGTGCATCCTCACCGCCTACGTGCTATGCTGGGCGCCCTTC 
KTVLVLMCILTAYVLCWA PF 
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m 6 

910 920 930 940 950 960 

TACGGCTTCACCATCGTGCGCGACTTCTTCCCCACCGTGTTTGTGAAGGAGAAGCACTAC 
YGFT IVRDFFPTVFVKEKHY 

970 980 990 1000 1010 1020 

CTCACTGCCTTCTACATCGTCGAGTGCATCGCCATGAGCAACAGCATGATCAACACTCTG 
LTAFY IVECIAMSNSMINTL 

1030 1040 1050 1060 1070 1080 

TGCTTCGTGACCGTCAAGAACGACACCGTCAAGTACTTCAAAAAGATCATGTTGCTCCAC 
C F V T V K M D T V K Y F K K I M L L H 

1090 1100 1110 1120 1130 1140 

TGGAAGGCTTCTTACAATGGCGGTAAGTCCAGTGCAGACCTGGACCTCAAGACAATTGGG 
"KASYNGGKSSA DLDLKTIG 

1 150 1160 1170 1180 1190. 

ATGCCTGCCACCGAAGAGGTGGACTGCATCAGACTAAAATAA 
MPATEEVDCI RLK* 
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m 1 1 



Sspl(5474) . 



ScaI(Si50) > 



Fspl(4892} 



Hindiii{i) CMV-IE Enhancer 

^Spel(22) ,SnaBI(36l) 
' NcoI(383) 

Chicken p-Actin 
^^^Promoter 

CAD promoter 

.Apal(863) 

EagI(ioi4) 
SacII(i03i) 

Intron 

SgrAI(i3l4) 



Col El 
Ori 




AflIII(3779) 

HSV-TK 

saci(364i) ^'T^iikP ° ' y { ) 

Kpnl(3635) 



Xbal(i627) 

EC0RI(1723) 

Sall(i731) 

Xhol(1740) 

Sse8387I(i773) 

N0tl(1783) 
Spel(1794) 
Xbal(l799) 
BamHI(i997) 
Ncor(2253) 



RsrII{3033) 



Ncol(2950) 



agl(2430) 
Fspl(2624) 



Sfil(2292) 
Scal(232l) 
Stul(2343) 
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SEQUENCE LISTINGS • 

<110> Takeda Chemical Industries. Ltd. 

<120> Novel G Protein Coupled Receptor Protein and Its Use 
5 <130> 2634W00P 

<150> JP 11-241531 

<151> 1999-08-27 

<150> JP 2000-217474 

<151> 2000-07-18 
10 <160> 31 

<160> 5 

<210> 1 

<21I> 393 

<212> PRT 
15 <213> Human 

<400> 1 

Met Glu Thr Thr Me~t Gly Phe Met Asp Asp Asn Ala Thr Asn Thr Ser 

5 10 15 

Thr Ser Phe Leu Ser Val Leu Asn Pro His Gly Ala His Ala Thr Ser 
20 20 25 30 

Phe Pro Phe Asn Phe Ser Tyr Ser Asp Tyr Asp Met Pro Leu Asp Glu 

35 40 . 45 

Asp Glu Asp Val Thr Asn Ser Arg Thr Phe Phe Ala Ala Lys He Val 
50 55 60 

25 He Gly Met Ala Leu Val Gly He Met Leu Val Cys Gly He Gly Asn 
65 70 75 80 

Phe He Phe He Ala Ala Leu Val Arg Tyr Lys Lys Leu Arg Asn Leu 
85 90 95 
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Thr AsD Leu Leu He Ala Asn Leu Ala He Ser Asp Phe Leu Val Ala 

100 105 110 

He Val Cys Cys Pro Phe Glu Met Asp Tyr Tyr Val Val Arg Gin Leu 
115 120 125 

5 Ser Trp Glu His Gly His Val Leu Cys Thr Ser Val Asn Tyr Leu Arg 
130 135 140 

Thr Val Ser Leu Tyr Val Ser Thr Asn Ala Leu Leu Ala He Ala He 
145 150 155 160 

Asp Arg Tyr Leu Ala He Val His Pro Leu Arg Pro Arg Met Lys Cys 
10 165 170 175 

Gin Thr Ala Thr Gly Leu He Ala Leu Val Trp Thr Val Ser He Leu 

180 185 190 

He Ala He Pro Ser Ala Tyr Phe Thr Thr Glu Thr Val Leu Val He 
195 200 205 

15 Val Lys Ser Gin Glu Lys He Phe Cys Gly Gin He Trp Pro Val Asp 
210 215 220 

Gin Gin Leu Tyr Tyr Lys Ser Tyr Phe Leu Phe He Phe Gly He Glu 
225 230 235 240 

Phe Val Gly Pro Val Val Thr Met Thr Leu Cys Tyr Ala Arg He Ser 
20 245 250 255 

Arg Glu Leu Trp Phe Lys Ala Val Pro Gly Phe Gin Thr Glu Gin He 

260 265 270 

Arg Lys Arg Leu Arg Cys Arg Arg Lys Thr Val Leu Val Leu Met Cys 
275 280 285 

25 He Leu Thr Ala Tyr Val Leu Cys Trp Ala Pro Phe Tyr Gly Phe Thr 
290 295 300 

He Val Arg Asp Phe Phe Pro Thr Val Phe Val Lys Glu Lys His Tyr 
305 310 315 320 
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Leu Thr Ala Phe Tyr He Val Glu Cys He Ala Met Ser Asn Ser Met 

325 330 335 

He Asn Thr Leu Cys Phe Val Thr Val Lys Asn Asp Thr Val Lys Tyr 
340 345 350 

5 Phe Lys Lys He Met Leu Leu His Trp Lys Ala Ser Tyr Asn Gly Gly 
355 360 365 

Lys Ser Ser Ala Asp Leu Asp Leu Lys Thr He Gly Met Pro Ala Thr 

370 375 380 

Glu Glu Val Asp Cys He Arg Leu Lys 
10 385 390 
<210> 2 
<211> 1179 
<212> DNA 
<213> Human 
15 <400> 2 

ATGGAGACCA CCATGGGGTT CATGGATGAC AATGCCACCA ACACTTCCAC CAGCTTCCTT 60 
TCTGTGCTCA ACCCTCATGG AGCCCATGCC ACTTCCTTCC CATTCAACTT CAGCTACAGC 120 
GACTATGATA TGCCTTTGGA TGAAGATGAG GATGTGACCA ATTCCAGGAC GTTCTTTGCT ISO 
GCCAAGATTG TCATTGGGAT GGCCCTGGTG GGCATCATGC TGGTCTGCGG CATTGGAAAC 240 

20 TTCATCTTTA TCGCTGCCCT GGTCCGCTAC AAGAAACTGC GCAACCTCAC CAACCTGCTC 300 
ATCGCCAACC TGGCCATCTC TGACTTCCTG GTGGCCATTG TCTGCTGCCC CTTTGAGATG 360 
GACTACTATG TGGTGCGCCA GCTCTCCTGG GAGCACGGCC ACGTCCTGTG CACCTCTGTC 420 
AACTACCTGC GCACTGTCTC TCTCTATGTC TCCACCAATG CCCTGCTGGC CATCGCCATT 480 
GACAGGTATC TGGCTATTGT CCATCCGCTG AGACCACGGA TGAAGTGCCA AACAGCCACT 540 

25 GGCCTGATTG CCTTGGTGTG GACGGTGTCC ATCCTGATCG CCATCCCTTC CGCCTACTTC 600 
ACCACCGAGA CGGTCCTCGT CATTGTCAAG AGCCAGGAAA AGATCTTCTG CGGCCAGATC 660 
TGGCCTGTGG ACCAGCAGCT CTACTACAAG TCCTACTTCC TCTTTATCTT TGGCATAGAA 720 
TTCGTGGGCC CCGTGGTCAC CATGACCCTG TGCTATGCCA GGATCTCCCG GGAGCTCTGG 780 



BMSOOOD: <WO_01ie309A1J_> 



PCT/JP00/0S685 

4/16 

TCCCTGGATT CCAGACAGAG CAGATCCGCA AGAGGCTGCG CTGCCGCAGG 840 
TGGTGCTCAT GTGCATCCTC ACCGCCTACG TGCTATGCTG GGCGCCCTTC 900 
CCATCGTGCG CGACTTCTTC CCCACCGTGT TCGTGAAGGA GAAGCACTAC 960 
TCTACATCGT CGAGTGCATC GCCATGAGCA ACAGCATGAT CAACACTCTG 1020 
CCGTCAAGAA CGACACCGTC AAGTACTTCA AAAAGATCAT GTTGCTCCAC 1080 
CTTACAATGG CGGTAAGTCC AGTGCAGACC TGGACCTCAA GACAATTGGG 1140 
CCGAAGAGGT GGACTGCATC AGACTAAAA 1179 



<213> Human 
<400> 3 

ATGGAGACCA CCATGGGGTT CATGGATGAC AATGCCACCA ACACTTCCAC CAGCTTCCTT 60 

TCTGTGCTCA ACCCTCATGG AGCCCATGCC ACTTCCTTCC CATTCAACTT CAGCTACAGC 120 

15 GACTATGATA TGCCTTTGGA TGAAGATGAG GATGTGACCA ATTCCAGGAC GTTCTTTGCT 180 

GCCAAGATTG TCATTGGGAT GGCCCTGGTG GGCATCATGC TGGTCTGCGG CATTGGAAAC 240 

TTCATCTTTA TCGCTGCCCT GGTCCGCTAC AAGAAACTGC GCAACCTCAC CAACCTGCTC 300 

ATCGCCAACC TGGCCATCTC TGACTTCCTG GTGGCCATTG TCTGCTGCCC CTTTGAGATG 360 

GACTACTATG TGGTGCGCCA GCTCTCCTGG GAGCACGGCC ACGTCCTGTG CACCTCTGTC 420 

-20 AACTACCTGC GCACTGTCTC TCTCTATGTC TCCACCAATG CCCTGCTGGC CATCGCCATT 480 

GACAGGTATC TGGCTATTGT CCATCCGCTG AGACCACGGA TGAAGTGCCA AACAGCCACT 540 

GGCCTGATTG CCTTGGTGTG GACGGTGTCC ATCCTGATCG CCATCCCTTC CGCCTACTTC 600 

ACCACCGAGA CGGTCCTCGT CATTGTCAAG AGCCAGGAAA AGATCTTCTG CGGCCAGATC 660 

TGGCCTGTGG ACCAGCAGCT CTACTACAAG TCCTACTTCC TCTTTATCTT TGGCATAGAA 720 

25 TTCGTGGGCC CCGTGGTCAC CATGACCCTG TGCTATGCCA GGATCTCCCG GGAGCTCTGG 780 

TTCAAGGCGG TCCCTGGATT CCAGACAGAG CAGATCCGCA AGAGGCTGCG CTGCCGCAGG 840 

AAGACGGTCC TGGTGCTCAT GTGCATCCTC ACCGCCTACG TGCTATGCTG GGCGCCCTTC 900 

TACGGCTTCA CCATCGTGCG CGACTTCTTC CCCACCGTGT TTGTGAAGGA GAAGCACTAC 960 



wo 01/16311 

TTCAAGGCGG 
AAGACGGTCC 
TACGGCTTCA 
CTCACTGCCT 
5 TGCTTCGTGA 
TGGAAGGCTT 
ATGCCTGCCA 
<210> 3 
<211> 1179 
10 <212> DNA 
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CTCACTGCCT TCTACATCGT CGAGTGCATC GCCATGAGCA ACAGCATGAT CAACACTCTG 1020 
TGCTTCGTGA CCGTCAAGAA CGACACCGTC AAGTACTTCA AAAAGATCAT GTTGCTCCAC 1080 
TGGAAGGCTT CTTACAATGG CGGTAAGTCC AGTGCAGACC TGGACCTCAA GACAATTGGG 1140 
ATGCCTGCCA CCGAAGAGGT GGACTGCATC AGACTAAAA 1179 
5 <210> 4 
<2I1> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 
10 <223> 
<400> 4 

GTCGACATGG AGACCACCAT GGGGTTCATG G 31 
<210> 5 
<211> 36 
15 <212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 5 

20 ACTAGTTTAT TTTAGTGTGA TGCAGTCCAC CTCTTC 36 
<210> 6 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
25 <220> 
<223> 
<400> 6 

TCATGTTGCT CCACTGGAAG G 21 
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<210> 7 

<211> 21 
<212> DNA 

<213> Artificial Sequence 
5 <220> 
<223> 
<400> 7 

CCAATTGTCT TGAGGTCCAG G 
<210> 8 
10 <211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 
<223> 
15 <400> 8 

TTCTTACAAT GGCGGTAAGT CCAGTGCAG 29 
<210> 9 
<211> 31 
<212> DNA 

20 <213> Artificial Sequence 
<220> 
<223> 
<400> 9 

GTCGACATGG AGACCACCAT GGGGTTCATG G 31 
25 <2I0> 10 

<211>36 
<212> DNA 

<213> Artificial Sequence 
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<220> 
<223> 
<400> 10 

ACTAGTTTAT TTTAGTCTGA TGCAGTCCAC CTCTTC 36 
<210> II 
<211> 16 
<212> PRT 
<213> Bovine 
<400> 11 

Ala Val He Thr Gly Ala Xaa Glu Arg Asp Val Gin Xaa Arg Ala Cly 
5 10 15 

<210> 12 
<211> 28 
<212> DNA 
15 <213> Artificial Sequence 
<220> 
<223> 
<400> 12 

GGTGCCACGC GAGTCTCAAT CATGCTCC 28 
20 <210> 13 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 
25 <223> 
<400> 13 

GGGGCCTGTG ACCGGGATGT CCAGTGTG 28 
<210> 14 
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<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 
5 <223> 
<400> 14 

CTTCTTCAGG AAACGCAAGC ACCACACC 28 
<210> 15 
<211> 409 
10 <212> DNA 
<213> Human 
<400> 15 

CTTCTTCAGG AAACGCAAGC ACCACACCTG TCCTTGCTTG CCCAACCTGC TGTGCTCCAG 60 
GTTCCCGGAC GGCAGGTACC GCTGCTCCAT GGACTTGAAG AACATCAATT TTTAGGCGCT 120 

15 TGCCTGGTCT CAGGATACCC ACCATCCTTT TCCTGAGCAC AGCCTGGATT TTTATTTCTG 180 
CCATGAAACC CAGCTCCCAT GACTCTCCCA GTCCCTACAC TGACTACCCT GATCTCTCTT 240 
GTCTAGTACG CACATATGCA CACAGGCAGA CATACCTCCC ATCATGACAT GGTCCCCAGG 300 
CTGGCCTGAG GATGTCACAG CTTGAGGCTG TGGTGTGAAA GGTGGCCAGC CTGGTTCTCT 360 
TCCCTGCTCA GGCTGCCAGA GAGGTGGTAA ATGGCAGAAA GGACATTCC 409 

20 <210> 16 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 
25 <223> 
<400> 16 

CCACCATGAG AGGTGCCACG 20 
<210> 17 
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<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 
5 <223> 
<400> 17 

CTCGAGCTCA GGAAAAGGAT GGTG 24 
<2I0> 18 
<211> 371 
10 <212> DNA 
<213> Human 
<400> 18 

CCACCATGAG AGGTGCCACG CGAGTCTCAA TCATGCTCCT CCTAGTAACT GTGTCTGACT 60 
GTGCTGTGAT CACAGGGGCC TGTGAGCGGG ATGTCCAGTG TGGGGCAGGC ACCTGCTGTG 120 

15 CCATCAGCCT GTGGCTTCGA GGGCTGCGGA TGTGCACCCC GCTGGGGCGG GAAGGCGAGG 180 
AGTGCCACCC CGGCAGCCAC AAGATCCCCT TCTTCAGGAA ACGCAAGCAC CACACCTGTC 240 
CTTGCTTGCG CAACCTGCTG TGCTCCAGGT TCCCGGACGG CAGGTACCGC TGCTCCATGG 300 
ACTTGAAGAA CATCAATTTT TAGGCGCTTG CCTGGTCTCA GGATACCCAC CATCCTTTTC 360 
CTGAGCTCGA G 

20 <210> 19 
<211> 371 
<212> DNA 
<213> Human 
<400> 19 

25 CCACCATGAG AGGTGCCACG CGAGTCTCAA TCATGCTCCT CCTAGTAACT GTGTCTGACT 60 
GTGCTGTGAT CACAGGGGCC TGTGAGCGGG ATGTCCAGTG TGGGGCAGGC ACCTGCTGTG 120 
CCATCAGCCT GTGGCTTCGA GGGCTGCGGA TGTGCACCCC GCTGGGGCGG GAAGGCGAGG 180 
AGTGCCACCC CGGCAGCCAC AAGGTCCCCT TCTTCAGGAA ACGCAAGCAC CACACCTGTC 240 
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CTTGCTTGCC CAACCTGCTG TGCTCCAGGT TCCCGGACGG CAGGTACCGC TGCTCCATGG 300 
ACTTGAAGAA CATCAATTTT TAGGCGCTTG CCTGGTCTCA GGATACCCAC CATCCTTTTC 360 
CTGAGCTCGA G 3^, 
<210> 20 
5 <211> 86 
<212> PRT 
<213> Human 
<400> 20 

Ala Val He Thr Gly Ala cys Glu Arg Asp Val Gin Cys Gly Ala Gly 

5 10 15 

Thr Cys Cys Ala He Ser Leu Trp Leu Arg Gly Leu Arg Met Cys Thr 

20 25 30 

Pro Leu Gly Arg Glu Gly Glu Glu Cys His Pro Gly Ser His Lys He 
35 40 45 

15 Pro Phe Phe Arg Lys Arg Lys His His Thr Cys Pro Cys Leu Pro Asn 
50 55 60 

Leu Leu Cys Ser Arg Phe Pro Asp Gly Arg Tyr Arg Cys Ser Met Asp 

. ^0 75 • 80 

Leu Lys Asn He Asn Phe 
20 85 

<210> 21 

<211> 86 

<212> PRT 

<213> Human 
25 <400> 21 

Ala Val He Thr Gly Ala cys Glu Arg Asp Val Gin Cys Gly Ala Gly 

5 10 15 

Thr Cys Cys Ala He Ser Leu Trp Leu Arg Gly Leu Arg Met Cys Thr 
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20 25 '30 

Pro Leu Gly Arg Glu Gly Glu Glu Cys His Pro Gly Ser His Lys Val 

35 40 45 

Pro Phe Phe Arg Lys Arg Lys His His Tlir Cys Pro Cys Leu Pro Asn 
5 50 55 60 

Leu Leu Cys Ser Arg Phe Pro Asp Gly Arg Tyr Arg Cys Ser Met Asp 
65 70 75 80 

Leu Lys Asn He Asn Phe 
85 

10 <210> 22 
<211> 105 
<212> PRT 
<213> Human 
<400> 22 

15 Met Arg Gly Ala Thr Arg Val Ser He Met Leu Leu Leu Val Thr Val 

5 10 15 

Ser Asp Cys Ala Val He Thr Gly Ala cys Glu Arg Asp Val Gin Cys 

20 25 30 

Gly Ala Gly Thr Cys Cys Ala He Ser Leu Trp Leu Arg Gly Leu Arg 
20 35 40 45 

Met Cys Thr Pro Leu Gly Arg Glu Gly Glu Glu Cys His Pro Gly Ser 

50 55 60 

His Lys He Pro Phe Phe Arg Lys Arg Lys His His Thr Cys Pro Cys 
65 70 75 80 

25 Leu Pro Asn Leu Leu Cys Ser Arg Phe Pro Asp Gly Arg Tyr Arg Cys 

85 90 95 

Ser Met Asp Leu Lys Asn He Asn Phe 
too 105 
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<210> 23 
<211> 105 
<212> PRT 
<213> Human 
5 <400> 23 

Met Arg Gly Ala Thr Arg Val Ser He Met Leu Leu Leu Val Thr Val 

,5 1.0 15 

Ser Asp Cys Ala Val lie Thr Gly Ala cys Glu Arg Asp Val Gin Cys 
20 25 30 

10 Gly Ala Gly Thr Cys Cys Ala lie Ser Leu Trp Leu Arg Gly Leu Arg 
35 40 45 

Met Cys Thr Pro Leu Gly Arg Glu Gly Glu Glu Cys His Pro Gly Ser 

50 55 60 

His Lys Val Pro Phe Phe Arg Lys Arg Lys His His Thr Cys Pro Cys 
15 65 70 75 "80 

Leu Pro Asn Leu Leu Cys Ser Arg Phe Pro Asp Gly Arg Tyr Arg Cys 

85 90 95 

Ser Met Asp Leu Lys Asn He Asn Phe 
100 105 

20 <210> 24 
<211> 678 
<212> DNA 
<213> Human 
<400> 24 

25 AAGGCTGAGC GGGAGGAAGC GAGAGGCATC TAAGCAGGCA GTGTTTTGCC TTCACCCCAA 60 
GTGACCATGA GAGGTGCCAC GCGAGTCTCA ATCATGCTCC TCCTAGTAAC TGTGTCTGAC 120 
TGTGCTGTGA TCACAGGGGC CTGTGAGCGG GATGTCCAGT GTGGGGCAGG CACCTGCTGT 180 

GCCATCAGCC TGTGGCTTCG AGGGCTGCGG ATGTGCACCC CGCTGGGGCG GGAAGGCGAG 240 
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GAGTGCCACC CCGGCAGCCA CAAGATCCCC TTCTTCAGGA AACGCAAGCA CCACACCTGT 300 
CCTTGCTTGC CCAACCTGCT GTGCTCCAGG TTCCCGGACG GCAGGTACCG CTGCTCCATG 360 
GACTTGAAGA ACATCAATTT TTAGGCGCTT GCCTGGTCTC AGGATACCCA CCATCCTTTT 420 
CCTGAGCACA GCCTGGATTT TTATTTCTGC CATGAAACCC AGCTCCCATG ACTCTCCCAG 480 
TCCCTACACT GACTACCCTG ATCTCTCTTG TCTAGTACGC ACATATGCAC ACAGGCAGAC 540 
ATACCTCCCA TCATGACATG GTCCCCAGGC TGGCCTGAGG ATGTCACAGC TTGAGGCTGT 600 
GGTGTGAAAG GTGGCCAGCC TGGTTCTCTT CCCTGCTCAG GCTGCCAGAG AGGTGGTAAA 660 
TGGCAGAAAG GACATTCC 

678 

<210> 25 
JO <211> 678 
<212> DNA 
<2I3> Human 
<400> 25 

AAGGCTGAGC GGGAGGAAGC GAGAGGCATC TAAGCAGGCA GTGTTTTGCC TTCACCCCAA 60 
GTGACCATGA GAGGTGCCAC GCGAGTCTCA ATCATGCTCC TCCTAGTAAC TGTGTCTGAC 120 
TGTGCTGTGA TCACAGGGGC CTGTGAGCGG GATGTCCAGT GTGGGGCAGG CACCTGCIGT 180 
GCCATCAGCC TGTGGCTTCG AGGGCTGCGG ATGTGCACCC CGCTGGGGCG GGAAGGCGAG 240 
GAGTGCCACC CCGGCAGCCA CAAGGTCCCC TTCTTCAGGA AACGCAAGCA CCACACCTGT 300 
CCTTGCTTGC CCAACCTGCT GTGCTCCAGG TTCCCGGACG GCAGGTACCG CTGCTCCATG 360 
GACTTGAAGA ACATCAATTT TTAGGCGCTT GCCTGGTCTC AGGATACCCA CCATCCTTTT 420 
CCTGAGCACA GCCTGGATTT TTATTTCTGC CATGAAACCC AGCTCCCATG ACTCTCCCAG 480 
TCCCTACACT GACTACCCTG ATCTCTCTTG TCTAGTACGC ACATATGCAC ACAGGCAGAC 540 
ATACCTCCCA TCATGACATG GTCCCCAGGC TGGCCTGAGG ATGTCACAGC TTGAGGCTGT 600 
GGTGTGAAAG GTGGCCAGCC TGGTTCTCTT CCCTGCTCAG GCTGCCAGAG AGGTGGTAAA 660 
25 TGGCAGAAAG GACATTCC 

o7o 

<210> 26 
<211> 258 
<212> DNA 



15 



20 
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<213> Human 
<400> 26 

GCTGTGATCA CAGGGGCCTG TGAGCGGGAT GTCCAGTGTG GGGCAGGCAC CTGCTGTGCC 60 
ATCAGCCTGT GGCTTCGAGG GCTGCGGATG TGCACCCCGC TGGGGCGGGA AGGCGAGGAG 120 
5 TGCCACCCCG GCAGCCACAA GATCCCCTTC TTCAGGAAAC GCAAGCACCA CACCTGTCCT 180 
TGCTTGCCCA ACCTGCTGTG CTCCAGGTTC CCGGACGGCA GGTACCGCTG CTCCATGGAC 240 
TTGAAGAACA TCAATTTT 258 
<210> 27 
<211> 258 
10 <212> DNA 
<213> Human 
<400> 27 

GCTGTGATCA CAGGGGCCTG TGAGCGGGAT GTCCAGTGTG GGGCAGGCAC CTGCTGTGCC 60 

ATCAGCCTGT GGCTTCGAGG GCTGCGGATG TGCACCCCGC TGGGGCGGGA AGGCGAGGAG 120 
15 TGCCACCCCG GCAGCCACAA GGTCCCCTTC TTCAGGAAAC GCAAGCACCA CACCTGTCCT 180 

TGCTTGCCCA ACCTGCTGTG CTCCAGGTTC CCGGACGGCA GGTACCGCTG CTCCATGGAC 240 

TTGAAGAACA TCAATTTT * 258 

<210> 28 

<211> 315 
20 <212> DNA 

<213> Human 

<400> 28 

ATGAGAGGTG CCACGCGAGT CTCAATCATG CTCCTCCTAG TAACTGTGTC TGACTGTGCT 60 
GTGATCACAG GGGCCTGTGA GCGGGATGTC CAGTGTGGGG CAGGCACCTG CTGTGCCATC 120 
25 AGCCTGTGGC TTCGAGGGCT GCGGATGTGC ACCCCGCTGG GGCGGGAAGG CGAGGAGTGC 180 
CACCCCGGCA GCCACAAGAT CCCCTTCTTC AGGAAACGCA AGCACCACAC CTGTCCTTGC 240 
TTGCCCAACC TGCTGTGCTC CAGGTTCCCG GACGGCAGGT ACCGCTGCTC CATGGACTTG 300 
AAGAACATCA ATTTT 315 
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<210> 29 
<211> 315 
<212> DNA 
<213> Human 
5 <400> 29 

ATGAGAGGTG CCACGCGAGT CTCAATCATG CTCCTCCTAG TAACTGTGTC TGACTGTGCT 60 
GTGATCACAG GGGCCTGTGA GCGGGATGTC CAGTGTGGGG CAGGCACCTG CTGTGCCATC 120 
AGCCTGTGGC TTCGAGGGCT GCGGATGTGC ACCCCGCTGG GGCGGGAAGG CGAGGAGTGC 180 
CACCCCGGCA GCCACAAGGT CCCCTTCTTC AGGAAACGCA AGCACCACAC CTGTCCTTGC 240 
10 TTGCCCAACC TGCTGTGCTC CAGGriCCCG GACGGCAGGT ACCGCTGCTC CATGGACTTG 300 " 
AAGAACATCA ATTTT 

315 

<210> 30 
<211> 382 
<212> DNA 
15 <213> Human 
<400> 30 

GAATTCGCCC TTCCACCATG AGAGGTGCCA CGCGAGTCTC AATCATGCTC CTCCTAGTAA 60 
CTGTGTCTGA CTGTGCTGTG ATCACAGGGG CCTGTGAGCG GGATGTCCAG TGTGGGGCAG 120 
GCACCTGCTG TGCCATCAGC CTGTGGCTTC GAGGGCTGCG GATGTGCACC CCGCTGGGGC 180 
GGGAAGGCGA GGAGTGCCAC CCCGGCAGCC ACAAGGTCCC CTTCTTCAGG AAACGCAAGC 240 
ACCACACCTG TCCTTGCTTG CCCAACCTGC TGTGCTCCAG GTTCCCGGAC GGCAGGTACC 300 
GCTGCTCCAT GGACTTGAAG AACATCAATT TTTAGGCGCT TGCCTGGTCT CAGGATACCC 360 
ACCATCCTTT CCTGAGCTCG AG 

382 

<210> 31 
25 <211> 10 
<212> PRT 
<213> Human 
<400> 31 



20 
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Ala Val He Thr Gly Ala Xaa Glu Arg Asp 
5 10 
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